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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 20460

S n iE ‘ OFFICE OF PREVENTION, PESTICIDES
§ - % AND TOXIC SUBSTANCES
] M e : Antimicrobials Division

December 12, 2004

MEMORANDUM:

Efficacy Review EPA Reg. No. 9402-10 Kleenex Anti-Viral Tissue
DP Barcode 311439° '

From: Nancy Whyte, Efficacy Team Leader (Acting)
Efficacy Evaluation Team
Product Science Branch
Antimicrobials Division (7510C)

To: Adam Heyward, PM Team 34
Regulatory Management Branch |l
Antimicrobials Division (7510C)

Thru: Michele E. Wingfield, Chief
Product Science Branch
Antimicrobials Division (7510C)

Applicant;;  Kimberly-Clark Corporation
2100 Winchester Road
Neenah, Wisconsin 54956

Formuiation Label: % by wt.
Active Ingredient(s)
CiNic acid........coiiii e 7.53%
Sodium lauryl sulfate............. OO PUPORP 2.02%
Other ingredients..........ccccc.oooiviiiinierviiieiie e nenens 90.49%
Total e 100.0%

. Background:

The report of efficacy data conducted by Hill Top Research, Inc., Cincinnati, OH to
determine the effectiveness of the product against Rhinovirus 2, ATCC VR-482 was received by
the Product Science Branch on December 10, 2004. The testing had been done in February
2003 and was reported in MRID No. 4568754-01. Testing previously done against this
organism in 2002 was not acceptable to support a label claim for effectiveness of the product
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against Rhinovirus 2 because the recoverable virus titer achieved in the testing was not 10 for
any of the three product lots tested. Efficacy data submitted at that time for four other
organisms, Rhinovirus 1, ATCC VR-1364, Influenzae A, ATCC VR-1469, Influenzae virus B,
CDC !D# 2001701156 and Respiratory Syncytial Virus, ATCC VR-26 had been accepted in
support of label claims. The testing was done using Good Laboratory Practices, and a Quality
Assurance Statement was included in the testing report to the Agency.

Il. Use Directions:

The use directions printed on the package label state that the product is to be used
as a facial tissue, and has not been tested against bacteria, fungi, or other viruses. The tissues
are to stored in a dry area, and disposed of promptly after use.

). Agency Standards for Proposed Claims:

The effectiveness of virucides against specific viruses must be supported by efficacy
data that simulates, to the extent possible in the laboratory, the conditions under which the
product is intended to be used. Carrier methods that are modifications of either the AOAC Use-
Dilution Method (for liquid disinfectants) or the AOAC Germicidal Spray Products Test (for spray
disinfectants) must be used in developing data for virucides intended for use upon dry
inanimate, environmental surfaces (e.g., floors, tables, cleaned dried medical instruments). To
simulate in-use conditions, the specific virus to be treated must be inoculated onto hard
surfaces, allowed to dry, and then treated with the product according to the directions for use
on the product label. One surface for each of two different batches of disinfectant must be
tested against a recoverable virus titer of at least 10* from the test surface for a specified
exposure period at room temperature. Then, the virus must be assayed by an appropriate.
virological technique with multiple replicates per dilution. The calculated viral titers must be
reported with the test results. For the data to be considered acceptable, results must
demonstrate complete inactivation of the virus at all dilutions.. When cytotoxicity is evident, at
least a 3-log reduction in titer must be demonstrated beyond the cytotoxic level. These Agency
standards are presented in DIS/TSS-7. '

IV. Summary of Study:

There were no specific details presented about the actual testing procedure or the
preparation of the virus prior to testing. A Protocol to Measure the Virucidal Efficacy of Facial
Tissues prepared by Hilltop Laboratories was included in the testing report, This document
outlined the experimental design for such testing, and contained a copy of Efficacy Data
Requirements for Virucides proposed by the Registration Division, Office of Pesticide Programs
of the Agency in 1976 which are consistent with the requirements of DIS/TSS-7 (see above).
Results of the testing were reported as follows on the next page of this review.
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Inoculating Facial Tissue Disks at 15 Minute Exposure Period against

Rhinovirus 2, ATCC VR-482

Log,, TCID,,/0.1 mL*

Test Average Titer | Reduction in Virus Titer | Percent Reduction in
Substance Virus Titer
3-7-02-4A 0.5* 4.3 >86. 99
3-7-02-4B 0.5 4.3 >89 .99
3-7-02-4C 43 >99. 99
60 da. stability
sample
3-7-02-4D NA NA
Control

* Triplicate runs
NA= Not Appiicable

Results of Virucidal Tests Rhinovirus 2, ATCC VR-482

Sample: 3-7-02-4A
Control: 3-7-02-4D

CYTOPATHIC EFFECT

DHution [nocﬁlated

Virus Control*
a b c

Sample + Virus”

(Log,,**TCID;,/0.1 mL)

a b c
10" +4+et ++++ ++++ 0000 0000 0000
102 +H++ +et +H++ 0000 | 0000 | 0000
107 ++++ ++++ +H++ 0000 0000 0000
10 et +++t +00+ 0000 0000 0000
107 0++0 - 040+ 060+ 0000 0000 0000
10 0000 Cooo 0000 0000 0000 000
Viral Titer 50 5.2 4.2 0.5 0.5 0.5
{Log,, **TCIDe/0.1 mlL) :
Average Viral Titer 48 0.5

*Triplicate runs

* Note: + = virus recovered; 0 = no virus recovered
TCIB,, Calculated by method of Reed and Muench
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Results of Virucidal Test for Rhinovirus 2, ATCC VR-482
Sample: 3-7-02-4B

Contrel  3-7-02-4D
CYTOPATHIC EFFECT
Dilution Inoculated Virus Control* Sample + Virus*
a b c a b c
107 +htd 444 44+ 0000 0000 Q000
102 Tt ++4++ +++t 0000 0000 0000
10° b+ b+ R 0000 0000 0000
10 4 e+t +00+ 0000 0000 0000
10°® 0++0 0+0+ 000+ 0000 0000 Qoo
10® 0000 000+ 0000 0000 sely] 0000
Viral Titer 5.0 52 42 0.5 0.5 0.5
(Logyp **TCID/0.1 mL}) '
Average Viral Titer 48 0.5
{Log,o " TCIDs/0.1 mL}
*Triplicate runs
Note: + = virus recovered: 0 = no virus recovered
TCID,, Calculated by method of Reed and Muench
) Results of Virucidal Test for Rhinovirus 2, ATCC VR-482
Sample; 3-7-02-4C (60 day Stability Study)
Control  3-7-02-4D
CYTOPATHIC EFFECT
Dilution Inoculated Virus Control* Sample + Virus*
a b c a b c
107 e+t 44 +++4 0000 0000 0000
1072 4 et bt 0000 0000 0000
10° ++++ 44 43 0000 0000 0000
107 EaRes ++44 +00+ 0000 0000 0000
10 0++0 C+0+ 000+ 0000 0000 0000
10® 0000 000+ 0000 0000 0000 0000
Viral Titer 50 52 42 0.5 0.5 0.5
{Log,p **TCID&/0.1 mL)
'Average viral Titer 4.8 0.5
{LOG,p **TCIDg/0.1 mL)

*Triplicate runs
Note: + = virus recovered: 0 = no virus recovered
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V], Recommendations and Comments

1. The ocriginal viral titer was at least 10° (average 4.8) and efficacy testing of the product,
Antiviral Kleenex Tissue, achieved at least a 3 log, reduction in virus titer as required
by DIS/TSS-7.

2.

The lzbel claim, already appearing on the product packaging, that the product is
effective against Rhinovirus 2, ATCC VR-482 following 15 minutes exposure to the
product, is supported by the efficacy testing submitted to the Agency.
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TASK ASSIGNMENT FORM
Antimicrobial Division/Regulatory Management Branch 11
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Completed by Product Manager

PRODUCT REVIEWER: / %Cx/( //‘ %

]

RMB_ I TEAM_34

Descnpllon ol' Action:

ﬂ B

Décision No. 33 ééz éo Z

Submi; ign No. =

EPA File Symbol/Reg No.:

7992 -/ O

Fee for, Service Action Code:

FQPA Action Code: ™ %_0 7V NonlFQPA Action Code: Fee for Service Fee: § __
‘ L | MONTH - - |~ “DAY ™ *~{" " YEAR
APPLICATION DATE /5 7] 2004
EPA PIN DATE /) 7(72 ﬂ_{/ / 2004
_zf'“-'lay'vm ASSIGNED DATE v/]é/ ﬁ; 2004
| DATE DUE TO PM - o 2004
DATE DUE OUT OF AGENCY’ 07 Q/ 2004
Type of Data: | Product Acute Efﬁcacy Environmental Ecological Chronic Exposure
. Chemistry O | Toxicology- O o Fatt O Effects O | Toxicology O o
ICOMMENTS:- NOTE TO ARCTIC SLOPE PLEASE COMPLETE PART B OF FORM
DP Barcode No(s)

:l I For Arctic Sloée Contract Onli ]

_ontractor Arctic Slope I

draft Task‘ Signature

(Est. hrs)

(Total hrs)

I Contract No.: 0332 , I ARCTIC SLOPE/MANAGER

Final Task. Signature

.

> || Reviewer's Comments:

2

‘esponse Code:

[

o/
Response Pate: .5:/25/04
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

4 @ % WASHINGTON, DC 20460

: N7 8 ’

7‘%\

&4{Pndﬁp
OFFICE OF

PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

May 25, 2004

Eliot I. Harrison

The Lewis & Harrison Consultants,
Agent for

Kimberly-Clark Corp.

122 C Street, NW Suite 740
Washington, DC 20001

Subject: Kleenex® Brand Anti-Viral Tissue
EPA Registration No. 9402-10
Application Dated March 31, 2004

Dear Mr. Harrison:

The labeling referred to above, submitted in connection with registration under the Federal
insecticide, Fungicide, and Rodenticide Act (FIFRA), as amended, is acceptable.

A stamped copy of the accepted labeling is enclosed for your records.

Should you have any questions or comments concerning this letter, please contact me at
(703) 308-6422, or Lisa McKelvin at {703) 308-7496.

Sincgr Iy
£¢ @Mf—)
i Xdam Heyward

oduct Manager (34)

Regulatory Management Branch Il
_ Antimicrobials Division (7510C)

Enlcosure
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New KLEENEX® Auti-Viral tissue kills 99.9% of Co.

Because cold and flu viruses are often spread by hand contact, KLEENEX® Brand has developed a new
tissue for your whole family. New! KLEENEX® Anti-Viral* tissue has three soft layers, including a moisture-
activated middle lIayer that kills 99.9% of cold and flu viruses* in the tissue within 15 minutes. This
product has not been tested against bacteria, fungi or other viruses. See below for anti-viral* details.

BRAND
TISSUE

Directions for Use: It is a vistation of Federal law to use this product in a manner incongistent with ils labeling, Use only as a facial tissue,
*Virucldal Agalnst: Rhinoviruses Type 14 and 2 {Rhinoviruses are the leading cause of the common cold); Influenza A and Influenza B {causes of the flu);
Respiratory Syncytial Virus (RSV-the leading cause of lower respiratory Infection In children).

Storage and Disposal: Store in a dry area, Dispose of used tissues promptly, Do not reuse empty container.
9 P v po prompLy Py ACTIVE INGREDIENTS:

' Citrlc Acid . ................. 7.51%
- - - ® Reoglatered Trademark of
1-800-553-3639 weekdays 8 e.m. 104 pm.CT Kimberly-Clark Worlgwide, Inc. Sodium Lauryl Sulfate ... 2.02%

Distribuled by Kimbarly-Clark Glabal Sales, Inc., © 1038, 1688, 2004 KWW

Dopt. AV.120, PG Box 2020, Naanah, Wi 54957-2020 Mada under the following US palenls: INERT INGREOIENTS .....90.47%
Printed In WSA, 8,221,211, 5,227,242, 4,828,012, 4,738,047,

Made In the USA from domeatic and Imporied material,

wiww.kleenex.com 120 3-PLY TISSUES 84 X 8.2IN  Toitaimimusr  coaen no-comionsocce

T N . ) T P R T P T Py

oo s onved
s
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April 2, 2004

OFFICE QF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES

ELIOT L HARRISON, AGENT FOR
KIMBERLY-CLARK CORP
122 C STREET, N.W. SUITE 740
WASHINGTON, D.C. 20001

PRODUCT NAME: KLEENEX BRAND ANTI-VIRAL TISSUE
COMPANY NAME: KIMBERLY-CLARK CORP

OPP IDENTIFICATION NUMBER: 297110

EPA FILE SYMBOL: 9402-10

EPA RECEIPT DATE: 04/02/04

SUBJECT: RECEIPT OF AMENDMENT
DEAR REGISTRANT:

The Office of Pesticide Programs has received your application for an amendment and it
has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast

track review. The package will now be forwarded to the Product Manager for review to
determine its acceptability for fast track status.

If you have any questions, please contact Antimicrobials Division, Risk Management
Team 34, at (703) 308-6422.

Sincerely,

Ftheag

Front End Processing Staff
Information Services Branch
Information Resources and Services Division




LE W l S S 122 C Street!, N.w., Suile 740
Washington, D.C. 20001
H A R RI S O N telephone 202.323.3903
fax 202.393.3906

Consultants in Government Affairs

March 31, 2004

Adam Heyward Product Manager (34)
Regulatory Management Branch I
Antimicrobial Division {(7510C)
Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway, CM#2
Arlington, VA 22202

re: Product: Kleenex® Brand Anti-Viral Tissue
EPA File Symbol No. 9402-10
Registrant: Kimberly-Clark Corporation
Minor Label Amendment

Dear Adam:

Inadvertently, there 1s a minor typographical error in the concentration of citric acid and the inert
ingredients on the product label for Kleenex® Brand Anti-Viral Tissue. It appears that this error was
made when the “printers proof” labels were developed.

The concentration of citric acid on the product label submitted with the original application and on
the current Confidential Statement of Formula (CSF) is 7.51%. The concentration on the most
current stamped label is 7.53%. The label concentration for citric acid should be 7.51%. In addition,
the label concentration for the inert ingredients should be 90.47%, not 90.45%. Accordingly, I am
submitting five (5) copies of a revised product label with the appropriate concentration of citric acid
and the inert ingredients. A copy of the current CSF is also attached.

If you have any questions about this submission, please contact me at (202) 393-3903, ext. 14,

Sincerely,

Gl —

Eliot Harrison
Agent for Kimberly-Clark



Pleaze road instructions on revetsa bafors complating form. Form Approved. OMB No. 2070-CO80

a _ United Stetes Registration OPP Idantifier Number
\‘.-"EPA Environmental Protection Agency Amendment 2971 10
_ Washingten, DC 20460 Other

Application for Pesticide - Section |

1. Company/Product Number

2. EPA Product Menager

3. Propesed Classification

4, Company/Product {INama)

PME

D Nona D Rastricted

5. Nams and Addresc of Applicant linclude ZiF Cods) 6. Expedited Review. In accordance with FIFRA Section 3{eH3)

(bift), my product is _similar or identical in compuosition and tabeling
to: '

EPA Reg. No.

D Chec!: #f this is & new address Product Name

. Section -

Final printed tabels in responss to

D Amendment - Explain below,
Agoncy latter dated

[

l | Resubmission in responge to Apency latter dated “Me Too" Application.

]
L

1" l Notification - Explain below. Other - Explain below.

Explanation: Uss additional pegeis) if nacessary. (For ssction | and Section .}

Section - tH

1. Material This Product Will Be Packaged In:

both under applicable law.

Child-Resistant Packaging Unit Packaging Water Sotuble Packaging 2. Typa of Container
B Yeon' B Yos B Yes Moetal
Plastic
No | No No Glass
i . . it "Yos" No. per IF "Yas™ No. pat Papar
: Wﬁh,atmn must Unit Packaging wgt. container Packege wgt container Other {Specify)
b submitted A
3. Location of Net Contents Information 4. Sizel(s) Retail Container &, Location of Label Directions
: Cn Lebe!
D Label D Containar Cn Labeling accompanying product
6. Manner in Which Label is Affixed to Product {ithogreph [ other o
apsr giue
Stenciled :
Section - IV
1. Contact Point [Complate items directly below for identification of individual to be contactad, if necessary, lo pracess this applica*ion.}
Neme Title Tolaphona Ny, inctiide Araa Code;
Certification 8. Date Applicater.
| certify that the stataments | have mada on this form and eli attachmants therato are trus, eccurats and complete. R""'f'"d T
| acknowledge that any knowingly false or misleading etaternent may ba punishabls by fine or imprisonment or T {Stamped)

2. Signsature

3. Tits

4@(&’"‘ /i'}f( -ér /Klr-u(-(vf]‘C(a/L“

4. Typed Nama

5. Dats

9/&40 ¢




Please read fnsteucifons an roverse bofore completing form.

Form Approved, OMB No. 2070-0060, Approval expires 03-31-98

EPA

United States

Emvironmental Protection Agency
Washingion, BC 20460

) Registration
Amendment
[} Other

OPP tdentifier Numbe

297110

Application for Pesticide - Section 1

1. Company/Product Number
9402-10

2. EPA Producl Manager
Adam Heyward

3. Proposed Classification

4, Company/Product {Name)
Klcenex® Brand Anti-Viral Tissue

PM#
Team 34

g Nore D Resiricteq

5. Name and Address of Applicant ffncfude ZIP Code)
Kimberly-Clark
2100 Winchester Road
Neenah, WI 54956
D Check if this is a new addresss

6. Expedited Review. inaccordance
similar or identical in composition and

EPA Reg. No.

Product Name

with FIFRA Section 3(c}{3)(bX1), my product is
lzbeiing to:

Section = II

[Zl Amendment - Explain below.
D Resubrnission in response 10 Agency leuer daled
D Matification — Explain below.

D Finat printed labels in response 10 Agency lener dated
D "Me Too" Application
D Other - Explain below

cxplanation: Use additional page(s) is necessary. {For Section I and Section [1.)

Minor label amendment — correcting a typographical error on the product label’s ingredient statement.
This action does not require a Registration Fee,

Section — III

1. Materrat This Product Will Be Packaged In:

Chitd-Resistant Packaging
Yes*

DNO

D Yes

DNO

Unit Packaging

\Waler Satuble Packaging
D Yes

DNO

2. Type of Container
Metat

D Ptastic

*Certification must be HYes”

submitted

Unit Packaging wat.

If“Yes™
Package wgl.

No. per
container

No. per
Container

D Glass
D Paper

D Other (Speciliy)

3. Location of Net Conlents Information

D Label Comainer

4. Size{s) Rewait Contamer

5. Location of Label Directians
[] on Label

D On labeling accompanying product

. 6. Manner in Which Labet is AfTixed 1o Product

B QOther

™ Lithograph

{3 Paper glued
C} Stenciled

Section - IV

I. Contact Point fComplete items directiy below for identification of individual to be coniacted, if necessary, to process this application)

Name

Title

Agent for Kimberly-Clark Corp.

Telephene No. (Include Arez ( nde}

(202)303-2903

Eliot 1. Harrison

Certification

! certily that the siatemenis | have made on this form and all aitachments thereto are true, accurale and complete. 1 acknowledge
thal any knowingly false or misteading statement may be punishable by fine ar imprisonment or bath under applicable taw.

6. Date Application Recaived

(Stamped} -

Eliot I. Harrison

2. Signature 3. Title :
a@%/ Agent for Kimberly-Clark Corp.
4. Typed Name NS 5. Date

March 31, 2004

R

EPA Form 8570-1 {Rev. 8-94) Previous editions arc obsoleie

White- EPA File Copy (original)  Yellow- Applicant Cop
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MAR 10 2003

U.S. ENVIRONMENTAL PROTECTION AGENCY
Office of Pesticide Programs

KIMBERLY-CLARK CORP
1400 HOLCOMB BRIDGE RD.
ROSWELL, GA 30076

Report of Analysis for Compliance with PR Notice 86-5

Thank you for your transmittal of 03/03/03. Our staff
has completed a preliminary analysis of the material. The results are
provided as follows:

Your submittal was found to be in full compliance with
the standards for submission of data contained in PR
Notice 86-5. A copy of your bibliography is enclosed,
annotated with Master Record ID’'s (MRIDs) assigned to
each document submitted. Please use these numbers in
all future references tc these documents. Thank you for
your cooperation. If you have any questions concerning
this data submission, please raise them with the
cognizant Product Manager, to whom the data have been
released.
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L E W I S ' 122 C Street, N.W., Suite 740
d\)Z Washington, D.C. 20001
H A R RI S O N telephone 202.393.3903
tax 202.393.3906

Consultants in Government Affalrs

February 26, 2003

Document Processing Desk - 6(a)(2)
Office of Pesticide Programs - 7504 (c)
U.8. Environmental Protection Agency
Crystal Mall #2 TR
Artington, VA 22202 : o
attn: Adam Heyward, Product Manager (34) - REIE
re: Reportable Information Under FIFRA Section 6{a){2) :

Product: Kleenex® Brand Anti-Viral Tissue #2 S

EPA File Symbol No. 3402-RE '

Active Ingredients: Citric Acid and Sodium Lauryl Sulfate

Dear Mr. Heyward:

On behalf of Kimberty-Clark Corporation, | am submitting pursuant to Section 6(a)(2) of
FIFRA and EPA's regulations at 40 C.F.R. Part 159, a human clinical dermal study
conducted with Kleenex® Brand Anti-Viral Tissue #2. A registration application for this
preduct is currently pending with the Agency's Antimicrobial Division, Office of Pesticide
Programs {AD/OPP). As discussed further below, Kimbery-Clark is confident that
Kleenex® Brand Anti-Viral Tissue #2 is not a dermal irritant when used, as intended, as
a facial tissue.

To support the registration of Kleenex® Brand Anti-Viral Tissue #2, Kimberly-Clark
conducted a dermal irritation study in rabbits (OPPTS Guideline No. §70.2500). No

irritation was observed in any of the test animais. Accordingly, Kleenex® Brand Anti-

Viral Tissue #2 has been classified as non-irritating to skin. Separate from the dermal
irritation study required by OPP for product registration, Kimberty-Clark, as do most

other consumer product companies, conducted human clinical studies to evaluate

whether Kleenex® Brand Anti-Viral Tissue #2 may cause either cumulative irritant

contact dermatitis and/cr allergic contact dermatitis. These human studies were

performed under conditions that simulate both the intended use and potential significant
misuse, of the Kleenex® Brand Anti-Viral Tissue #2. @



The allergic contact dermatitis study (titled, “Repeated Insult Patch Study”, No
DS106902-2) clearly demonstrated that Kleenex® Brand Anti-Viral Tissue!#2 ‘

irrespective of the patching conditions employed, did not cause allergic contact
dermatitis. - '

Th_e qumulative irritant contact dermatitis study (titled, “21-Consecutive-Day Cumylae
Irritation Patch Study”, No. DS310502-1) was performed under conditions that can b
considered much more severe than the standard animal dermal irritation study. -For
example, in the human study the test material (Kleenex® Brand Anti-Viral Tissue #2]
was applied to each study participant for 23.5 consecutive hours per day for 21
consecutive days. in the animal study, the test material was placed under a semi.
occlusive patch for 4 hours. The four different human testing conditions were:

- Semi-occlusive patching of dry tissue (simulates intended use);

- Semi-occlusive patching of wet tissue (simulates misuse);

- Occlusive patching of dry tissue (simulates significant misuse); and

- Occlusive patching of wet tissue {simulates significant misuse). -
it is important to emphasize that occlusive patching was employed in order to evaluate
potential significant product misuse, such as feminine hygiene use as a temporary
tampon substitute or temporary occluded pad substitute.

Under conditions that simulated the intended use of Kleenex® Brand Anti-Viral Tissue
#2 (semi-occlusive patch of dry test materialftissue), no irritation was observed in the
study. Even under maore severe test conditions (semi-occlusive patching of wet test
material/tissue) the resuit was considered no different than the semi-occlusive patch
with dry test materialjtissue. Under conditions that simulated significant product
misuse, moderate irritation was observed. However, even then, irritation was not seen
until five days into the 21 day cumulative test. Thus, irritation wouid only occur if the
misuse were both significant and continued for a longer period of time than could
reasonably be expected for this product. Moreover, any irritation that did occur to the
test participants during the study, dissipated after use of the test maternial/tissue was
discontinued, and there was no permanent damage to the underlying dermis.

Based on the results of the human studies, Kimberly-Clark is confident that Kleenex®

Brand Anti-Viral Tissue #2, is not a dermal irritant when used as intended, as a facial
tissue. Consistent with EPA packagingfiabeling requirements, the package label will

clearly indicate "For use only as a facial tissug”.




3.

If you have questions about this submission, please contact me at (202) 393-3903, ext.
14. : '

Sincerely,

Eliot |. Harrison
Agent for Kimberly-Clark




L E W I S ' 122 C Street, N.W.. Suite 740
d;l Washington, D.C. 20001 ; }
H A R R] S O N telephone 202 393.3903 _ -
fax 202.393.3506
Consultants In Government Allalrs

February 26, 2003

Adam Heyward Product Manager (34)
Regulatory Management Branch 11
Antimicrobial Division (7510C)
Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway, CM#2
Arlington, VA 22202

re: Product: Kleenex® Brand Anti-Viral Tissue #2
EPA File Symbol Neo. 9402-RE
Applicant: Kimberly-Clark Corporation®
Registration Application for New Product
Data Transmittal Letter for Studies being Submitted in Response to
Your Correspondence of November 25, 2002

Dear Adam:

On behalf of Kimberly-Clark Corporation, I am submitting the following studies pursuant to
FIFRA 6(2)(2):

. Volume | of 2
21-Consecutive-Day Cumulative Irritation Patch Study
MRID# 45870201

. Volume 2 of 2 _
* Repeated Insult Patch Study
MRID# 45870202

If you have any questions regarding this submission, please contact me at (202) 393-3903‘,‘&:(.:
14,

Sincerely, .o

» ]
" A LN}
Eliot INHamison ST /[/

Agent for Kimberly-Clark



MEMORANDUM

Date: September 30, 2003

Subject: 6 (a}(2) Screening for Kleenex® Brand Anti-Viral Tissue #2

EPA Reg: 9402-10

Kleenex® Brand Anti-Viral Tissue #2
DP Barcodes: D293383

PC Code:021801, Citric Acid

~
From: Deborah Smegal, Toxicologist, %)p{}ﬂl/{,\ 8‘(‘*‘4‘5"‘0
Risk Assessment and Science Support Bri’nch (RASSB), Antimic¢robials Division
(AD)[7510C]

To: Adam Heyward, PM 34
Sharon Carlisle, PM Team Reviewer
Regulatory Management Branch
Antimicrobials Division [7510C}
Thru:  Norman Cook, Chief, RASSB/AD [7510C] >“<:::P Cos——
Applicant: Kimberly-Clark Corp, Roswell, GA.
Synonym:.  None
ACTION REQUESTED: Re: “21-Consecutive-Day Cumulative Irritation Patch Study” and

“Repeated Insult Patch Study”. Review the attached submission for 6 (a)(2) screening, MRIDs
458702-01 and 458702-02. . '

CONCLUSIONS: This study is a human clinical study which is not usually reviewed by this
Agency. However, the material shows cumulative moderate iritation in humans under occlusive
conditions that simulate product misuse, but no irritation under semi-occlusive patching, which
simulates intended use. There was no evidence of sensitization. RASSB concludes this
substance, as noted in the above studies, does not require an expedited review.

Note: Hard copy of the study and administrative information will be returned to Norm Cook.

(NN



November 7, 2003

NOTE TO PM 34: Adam Heyward

The foliowing data package(s) have been screened for 6(a)2 and do not require expedited review:

Registration Number

MRID

" 6(a)2 Data Package Number

9402-10

458702-01 and 457802-02

DP# 293383

1529-40

45919200

DP# 293386

All data, administrative materials and science reviewers conunents are attached for your review if
provided. [ consider this issue resolved and no further action is necessary by the 6(a)2

coordinator at this time.

Thanks
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

$ @ 3 " WASHINGTON, DC 20460
Sl o
r) m(ic'
OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES
May 12, 2004

Ehot 1. Harrison

The Lewis & Harrison Consultants,
Agent for

Kimberly-Clark Corp.

122 C Street, NW, Suite 740
Washington, DC 20001

Subject: Kleenex ® Brand Anti-Viral Tissue #2
EPA Registration No, 9402-10
Letter Dated February 26, 2004
Receipt Date: March 3, 2003

Dear Mr. Harrison:

The following amendment, submitted in connection with registration under the Federal Insecticide,
Fungicide, and Rodenticide Act (FIFRA), as amended, is acceptable.

Proposed Amendment

. Human clinicat dermai study
General Comment

These studies are human clinical studies which are not usually reviewed by this Agency, However,
the material shows cumulative moderate irritation in humans under acciusive conditions that simulate
product misuse, but no irritation under semi-occlusive patching, which simulates intended use. There was no
evidence of sensitization.

Should you have any questions or comments concerning this letter, please contact me at
(703) 308-6422, or Lisa McKelvin at (703) 308-74%6.

Sincerely,
ygxcﬁ C’M&J ?;

Adam Heyward

Product Manager (34)

Regulatory Management Branch il
Antimicrobials Division (7510C)
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OFFICE OQF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES
May 12. 2004

* Eliot I. Harnison

The Lewis & Harrison Consultants,
Ageni for

Kimberly-Clark Corp.

122 C Street, NW, Suiie 740
Washington, DC 20001

Subject: Kleenex ® Brand Anti-Viral Tissue #2
EPA Registration No. 9402-i0
Letter Dated February 26, 2004
Receipt Date: March 3, 2003

Dear Mr. Harrison:

The foliowing amendment, submitted in connection with registration under the Federal Insecticide,
Fungicide, and Rodenticide Act (FIFRA), as amended, is acceptable.

Proposed Amendment

. Human clinical dermal study

General Comment

These studies are human clinical studies which are not usually reviewed by this Agency. However,
the material shows cumulative moderate irritation in humans under occlusive conditions that simuliate
product misuse, but no irritation under semi-occlusive patching, which simulates intended use. There was no
evidence of sensitization.

Should you have any questions or comments concerning this letter, please contact me at
(703) 308-6422, or Lisa McKelvin at (703) 308-7496.

Sincgrely,
M kellon
m Heyward

¢—Product Manager (34)
Regulatory Management Branch i}
Antimicrobials Division (7510C)
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PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

May 12, 2004

Eliot 1. Harrison v
The Lewis & Harrison Consultamss lLE Eﬂ?
Ageit for

Kimberly-Clark Corp.

122 C Street, NW, Suite 740

Washington, DC 20001

Subject: Kleenex @ Brand Anti-Viral Tissue #2
EPA Registration No. 9402-10
Letter Dated February 26, 2004
Receipt Date: March 3, 2003

Dear Mr. Harrison:

The following amendment, submitted in connection with registration under the Federal Insecticide,
Fungicide, and Rodenticide Act (FIFRA), as amended, is acceptable.

Proposed Amendment

. Human clinical dermal study

General Comment

These studies are human clinical studies which are not usually reviewed by this Agency. However,
the material shows cumulative moderate irritation in humans under occlusive conditions that simulate
product misuse, but no irritation under semi-occlusive patching, which simulates intended use. There was no
evidence of sensitization. _

Should you have any questions or comments concerning this letter, please contact me at
(703) 308-6422, or Lisa McKelvin at (703) 308-7496.

am Héyward
roduct Manager (34)
Regulatory Management Branch I

Antimicrobials Division (7510C)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

Ey ge!
S oy o WASHINGTON, D.C. 20460
EAN\v/74,
., d\p"’
T prot®
OFFICE OF PREVENTION,
PESTICIDES AND
TOXIC SUBSTANCES
MEMORANDUM -
Date: May 3, 2604
Subject:' Data Evaluation Reviews (DERs) for two human clinical studies with

Kleenex® Brand_Anti-Viral Tissue #2

EPA Reg: 9402-10

Kleenex® Brand Anti-Viral Tissue #2
DP Barcodes: D296506

PC Code:021801, Citric Acid ~

C "\\ _ 3 R ~
From: Deborah Smegal, Toxicologist, “L/) }j\f{\rj’ ~ g /‘—‘239\_(2

Risk Assessment and Science Support Byarfich (RASSB), Antimicrobials Division
(AD)Y7510C}

To: Adam Heyward, PM 34
Lisa McKelvin, PM Team Reviewer
Regulatory Management Branch
Antimicrobials Division {7510C]
Thru: Norman Cook, Chief, RASSB/AD [7510C] =D Cyge
Applicant: Kimberly-Clark Corp, Rosweli, GA.
Synonym: None

ACTION REQUESTED: Re: “21-Consecutive-Day Cumulative Irritation Patch Study” and
“Repeated Insult Patch Study”. Review the attached human clinical studies (MRIDs 458702-01

1 &




and 458702-02), and prepare Data evaluation Reviews (DERs)..

CONCLUSIONS: These studies are human ciinical studies which are not usually reviewed by
this Agency. However, the matenal shows cumulative moderate irritation in humans under
occlusive conditions that simulate product misuse, but no irritation under semi-occlusive
patching, which simulates intended use. There was no evidence of sensitization.

Note: Hard copy of the study and administrative information wili be returned to Norm Cook.
Sign-off Date  : 05/05/04
DP Barcode No. : D296506

TXR No.
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- \‘| ,:. ~ P .
EPA Primary Reviewer: Deborah Smegal, MPH Signature: {' ],Jl‘nf';t/{"\-m_ N
Risk Assessment and Science Support Branch, [: ~ “"’
Antimicrobials Division (7510C) Date___May 5. 2004

EPA Sccondary Reviewer: Norm Cook Signature: W
Risk Assessment and Science Support Branch,
Antimicrobials Division (7510C) Date 5:! 3 éﬂ:

TXR#:

|| DATA EVALUATION RECORD

STUDY TYPES: NON-GUIDELINE (Human Clinical Study for Skin Sensitization)

PC CODE: 021801 ’ DP BARCODE: 296506 .
' SUBMISSION NOQ.: not provided

TEST MATERIAL (PURITY): Identification number is 2416.05. Description 1s white tissue
with blue dots. No other statements about the active ingredient in the test material or its purity
were provided. Letter from Registrant (2/26/2003) identifies active ingredient as citric acid.

SYNONYMS: not provided

CITATION: Dosik, J.S. 2002. Repeated Insult Patch Study (2002). TKIL. Study No.
DS106902-2. KC Study No. 2416 (2416.05). MRID 458702-02

SPONSOR: Kimberly-Clark Corporation (Neenah, Wisconsin)

EXECUTIVE SUMMARY: )

In a primary dermal sensitization study (MRID 458702-02) test material 2416.05 having an
unknown active ingredient, human test participants were tested using a repeated insult patch
study. A total of 197, mostly Caucasian female subjects completed the study. The name of the
method used for this test was not specified. The study consisted of nine inductions with the test
material and three challenge phases (e.g., challenge phases performed over 48 hour, 72 hour, and
96 hour time periods). The patch was applied to the subjects back, either to the right or left of
the midline, or to the upper arm. The matenal was affixed to the skin using an occlusive patch.
The skin sites were scored during the nine induction periods, a make up period, and during the
three challenge phases.

The nine induction readings indicate that primarily erythema with no edema increased over time

for all the subjects. This maximum elicited response occurred in 45.5% of the subjects

completing induction. Damage to the epidermis exhibited by oozing, crusting and/or superficial
erosions also occurred. However, this effect was the maximum elicited response in only 6.0% of

the patients. There was a sigmficantly lower response in the 48 hour challenge phase (3/197 or

1.5% with edema and no damage to epidermis) and an even lower response for the 72 hour

challenge phase (1/197 or 0.5% with edema and no damage to epidermis). ' This study indicates//’““‘

( 79
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the test material may be an irritant, The study indicates the test material (2416.05) is not a
dermal sensitizer,

This study is classified as Unacceptabie:’Non-guidcline (upgradable) because of the following
deficiencies:

1) Lack of information regarding the active ingredient in the test material and purity.

2) The study was not conducted in accordance with EPA Good Laboratory Practices (GLPs).
3) The name of the test method used for this study was not specified.

4) No protocol documentation of the test method was provided.

5) The study did not provide a positive control to compare results.

COMPLIANCE: A written statement was provided which indicated that the study was not
conducted in accordance with EPA Good Laboratory Practice (GLP) standards, as specified in 40
CFR Part 160 and that no information in this study is being claimed confidential on the basis of
its falling within the scope of FIFRA Section 10 (d)}(1){(A), (B), or (C). This report is a clinical
research study performed by TKL in accordance with all applicable federal regulations and
proposed guidelines for Good Clinical Practices, which include: Investigational New Drug
Application (21 CFR Part 312), Protection of Human Subjects (21 CFR Part 50), and
Institutional Review Boards (21 CFR Part 56).

I. MATERIALS AND METHODS

A. MATERIALS:

1. Test Material: Test Code No. 2416.05 (No statements about active ingredient and
purity %) A letter from the registrant (2/26/03) accompanying the
study submission identifies citric acid as the active ingredient.

Description: white tissue with blue dots 8-27-02A (two 1 1b bags)
Lot/Batch #: not provided
Purity: not provided

CAS # of TGAI:  not provided

2. Vehicle and/or positivg control:

There was no vehicle control used for TKL Study No. DS106902-2. No positive controls were
used for this study.
3. Study Population:

Ape at start: 18 years or oider
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Medical history: All subjects were required 1o complele medical history and consent forms and meet all study
requirements {not specified). Females of child bearing poteniial were required to praciice
accepted forms of birth control. Volunteers were excluded from the study for the following
reasons: ’ i

had any visiblc skin discasc at the study site which, in the opinion of the
investigative personnel, would have interfered with the evaluation:

were receiving systemic or lopical drugs or medication which, in the opinion of the
investigative personnel, would have interfered with the study results;

had psoriasis and/or active atopic dermatitisfeczema;

were females who were pregrant, planring to become pregnant during the study, or
breast-feeding; andfor .
had a known sensitivity 1o cosmetics, skin'care products, or topical drups as related
to the material being evaivated.

B. STUDY DESIGN and METHODS:

1. Test dates:
TKL Study # DS106902-2. KC Study No. 2416 (2416.05).
Start; 09/11/2002 End: 10/31/2002

2. Subject assiecnment and treatment:

The “Repeated Insult Patch study” [TKL Study # DS106902-2, KC Study No. 2416
{2416.05)] followed a protocol approved on September 5, 2002. The protocol outlining
the specific treatment procedures for conducting this study was not provided in the study
report. However, the study report did provide an overview of study procedures. A
description of the study is as follows.

Subjects participated in the study over a 6-week period involving 3 phases: (1) Induction,
{2) Rest, and (3} Challenge. Prior to study entry, the subjects were screened to assure that
they met the inclusion/exclusion criteria. Informed consent was obtained. Each subject
was provided with a schedule of the study activities and all subjects were told to avoid
wetting patches and asked not to engage in activities that caused excessive perspiration.
They were instructed to notify the staff if they experienced any discomfort beyond mild
itching or observed any adverse changes at the patch sites, during the study or within 2
weeks of completing the study. -

Of the 209 subjects enrolied, 197 mostly Caucasian female subjects completed the study.

The Induction Phase consisted of 9 consecutive applications of the study material and
subsequent evaluations of the patch sites. Prior to application of the patches, the sites
were outlined with a skin marker, e.g., gentian violet. The subjects were required to
remove the patches approximately 24 hours after application. They returned to the
facility at 48-hour intervals to have the sites evaluated and identical patches applied to the
same sites. Patches applied on Friday were removed by the subjects after 24 hours. The
sites were evaluated on the following Monday, i.e., 72 hours after patch application.

Following the ninth evaluation, the subjects were dismissed for a rest period of
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approximately 10-15 days.

Subjects who were absent once during the induction phase received a make-up (MU)
patch at the last induction visit. The MU applications were graded 48 hours later at the
MU visit, or were recorded as N9G (no ninth graded).

The Challenge Phase was initiated during the sixth week of the study. Identical patches
were applied to sites previously unexposed to the study material. The patches were
removed by subjects after 24 hours and the sites graded after additional 24-hour and 48-
hour periods (i.e., 48 and 72 hours after application). Rechallenge was performed
whenever there was evidence of possible sensitization.

To be considered a completed case, a subject must have had 9 applications and no fewer
than 8 subsequent readings during induction, and a single application and 2 readings
during challenge. Only completed cases were used to assess sensitization.

The patch was applied to the intrascapular area of the subjects back, either to the night or
left of the midline, or to the upper arm. Material evaluated under occlusive patch
conditions was applied to a 2-cm x 2-cm Webrll pad attached to a non-porous, plastic
film adhesive bandage (3M medical tape). The patch was secured with hypoallergenic
tape (Micropore).

3. Definitions used for Grading Response:

The skin site was scored using the following scale:
- = no reaction;
7 = minimal or doubtful response, slightly different from surrounding normal
skin; '
+ = definite erythemna, no edema;
++ = definite erythema, definite edema;
+++ = definite erythema, definite edema and vesiculation.

Special notations:
E= marked/severe erythema,
S= spreading of reaction beyond patch site,
p= papular response >50%,
pv = papulovesicular response >50%,
D = damage to epidermis: oozing, crusting and/or superficial erosions,
I= itching,
X = subject absent,
PD== patch dislodged,
NA = not applied,
NP = not patched, and =

NO9G= no ninth grading. @
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II. RESULTS:

A. INDUCTION READINGS:

The induction readings indicate that primarily erythema with no edema increased over
time for all the subjects. This effect was the maximum elicited response in 45.5% of the
subjects completing induction. Damage to the epidermis exhibited by oozing, crusting
and/or superficial erosions also occurred. However, this effect was the maximum elicited
response in only 6.0% of the patients. Table 1 is a reproduction of the data presented in
the study (see page 21 of 48 in the study report). Definitions of skin scores were provided
in the study design and method section. Table 2 is a summary of this data (see page 21 of
48 in the study report).

B. CHALLENGE PHASE:

Based on the lower response difference of the 48 hr challenge phase (1.5% with edema
and no damage to epidermis) and even lower response of the 72 hr challenge phase (0.3%
with edema and no damage to epidermis) in Table 1 to the higher responses characterized
in the induction phase; the authors were correct in concluding that the results did not
indicate sensitization after multiple inductions.

TABLE 1. Summary of Dermatologic Response Grades

Number of Subjects
Response Induction Reading Challenge Phase
1 2 | 3 4 i 5 6 7 8 9 Make- | 48 72 _ 96
up hr hr | hr
191 | 165 { 137 | 112 | 87 77 | 63 55 58 11 167 | 174
e 11 31 52 57 | 65 | 68 65 58 50 2 27 22 ]
o ololJolololo o jol]| 1| o o | o
4+ 0 4 10 | 24 | 40 | 55 71 8l 87 11 3 1
“+1 0 0 0 0 1 0 1 1 1 0 0 0
‘“+D° | © 0 0 3 3 1 1 4 0 0 0 0
Total 202 ) 200-3 199 | 196 | 196 | 201 | 201 | 199 | 197 24 197 1 197 | 1

- = no reaction; ? = minimal or doubtful response, slightly different from surrounding normal
skin; + = definite erythema, no edema; [= itching; D = damage to epidermis: oozing, crusting
and/or superficial erosions '

20
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TABLE 2. Maximum Elicited Response During Induction*

Response ' n (%) Subjects
40 (20.0%)
‘9 54 (27.0%)
“n ' o 1(0.5%)
o 91 (45.5%)
“+p : 2 (1.0%)
“+D’ ) 12 (6.0%)

* All subjects completing induction (n=200)

C. POSITIVE CONTROL.: No positive controls were used in any of the studies.

I11. DISCUSSION

A. INVESTIGATOR’S CONCLUSIONS: Under the conditions employed in the study,
there was no evidence of sensitization to Test Code No. 2416.05.

B. REVIEWER’S DISCUSSION/CONCLUSIONS:
The 1nvestigator’s conclusions seem appropriate from the results. However, the actual
active ingredients or concentrations were not reported. Several other deficiencies with the
study are noted below.

C. DEFICIENCIES: The study was classified as Unacceptable/Non-guideline for the
following deficiencies:

1} Complete lack of information regarding 1he active ingredient and purity of the test
material.

2) The study was not conducted in accordance with EPA Good Laboratory Practices (GLPs).
3) The type of test method was not specified.

4) FDA recommends testing a minimum of 200 subjects to demonstrate a negative skin
sensitization response (http://www.fda.gov/edrh/ode/944 html) . In this study the actual
number of subjects is 197.

5) No protocol documentation was provided.

6) The study did not provide a positive control to compare resuits.

D. STUDY CLASSIFICATION: Thzs smdy is classified as Unacceptable/Non-guideline
(upgradable) because of the deficiencies noted above \

77)
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. i .-‘- : ! ™
EPA Primdr}' Reviewer: _ Deberah Smegal. MPH Signature: b/(}ﬁn'\j\fﬂ’\%ﬁ J
4

Risk Assessment and Science Support Branch,

Antimicrobials Division (7510C) Date_.  May 5. 2004

EPA Sccondary Reviewer: Norm_Cook Signature: _ 23 Coul—
Risk Assessment and Science Support Branch, ~ '
Antimicrobials Division (75310C) Date O!'i'!odr-
TXR#:

{f DATA EVALUATION RECORD

STUDY TYPES: NON-GUIDELINE (Human Clinical Study for Cumulative Skin lrritation)

PC CODE: 021801 DP BARCODE: 296506
SUBMISSION NO.: not provided

TEST MATERIAL (PURITY): Unknown (Not Reported ) Letter from Registrant
(2/26/2003) identifies active ingredient as citric acid.

SYNONYMS: not provided

CITATION: Dosik, JS. (2003) IAL). 21-Consecutive-Day Cumulzative Irritation Patch Study.
TKL Study #DS310502-1, KC Study # 2425A. MRID 458702-01. Unpublished.

SPONSOR: Kimberly-Clark Corporation (Neenah, WT)

EXECUTIVE SUMMARY: A dermal irritation study (MRID 458702-01) with human
participants was conducted with six test materials having an unknown active ingredient in tissue
'paper. The concentration or purity of the active ingredient was also not reported. In the study,
the test material was applied to the skin using a 21-consecutive-day cumulative irritation patch
study to determine their ability to cause irritation to the skin of normal volunteer subjects. J&J
baby oil served as a negative control. Sodium lauryl sulfate, 0.2% w/v aqueous solution, served
as a positive control. Twenty-four, mostly Caucasian female subjects, completed the study, who
were between the ages of 32 and 73 years of age. However, only 18 subjects completed the test
with 2425.02, while 22 subjects completed the test with 2425.07 due to skin damage resulting
from these compounds.

The study consisted of 21-consecutive day application with the test material. In each case, the
patch was applied to the subjects back, either to the right or left of the midline, or to the upper
arm. The material was affixed to the skin using either an occlusive patch or a semi-occlusive
patch. Twenty-four hours later the patches were removed, the sites evaluated, the responses

recorded, and identical patches applied to the same sites. The skin site was scored each day for
each subject participating in the study. /’H

(;16”
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Four of the six test materials exhibited no significant irritation. Two test materials, 2425.02 and
2425.07, both patched occlusively, were moderately irritating, and resulted in skin damage to 12
and 8 subjects, respectively.

This study is classified as Unacceptable/Non-guideline (upgradable) because of the following
deficiencies:

. Purity, concentration, and stability of the test material in bulk, as well as the

homogeneity, concentration, and stability of the test article in distilled water were not
provided; :

. The study was not conducted 1n accordance with EPA Good Laboratory Practices (GLPs)
as specified in 40 CFR Part 160. _

. The Protocol specifies that 30 subjects should be tested and only 24 made it through the
completion of the study. )

* _ No protocol documentation was provided.

COMPLIANCE: No information in this study is being claimed confidential on the basis of its
falling within the scope of FIFRA Section 10 (d)(1)(A),(B), or (C). A signed and dated statement
indicated that this study was not conducted in accordance with EPA Good Laboratory Practice
(GLP) standards, as specified in 40 C.F.R. Part 160. A signed statement of quality assurance was
provided documenting that the report has beenreviewed by the TKL Research, Inc. (TKL)
Corporate Assurance Department and that the report accurately reflects the raw data for this
study. The report also documents that the study was performed in accordance with all applicable
federal regulations and proposed guidelines for Good Clinical Practices which include 21 CFR
Part 312 (Investigational New Drug Application), 21 CFR Part 150 (Protection of Human
Subjects), and 21 CFR Part 56 (Institutional Review Boards).

I. MATERIALS AND METHODS

A. MATERIJALS:

1. Test Material: White Facial Tissue (possibly containing trace amounts of Sodium
’ Lauryl Sulfate). Six study materials, Test Code #’s 2425.02, 2425.03,
2425.05, 2425.07%, 2425.08*, and 2425.10* (* = wet with 0.2 mL
saline prior to patch application)

Description: not provided
Lot/Batch #: not provided
Purity: not provided

CAS #of TGA]l:  not provided
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No statement of purity, strength, and stability of the active ingredient
was provided in the study report by the sponsor. Receipt of the
substance was documented in a general logbook that serves as a
permanent record of the receipt, storage, and disposition of all study
material received by TKL Research, Inc.

2. Vehicle and/or positive control: The following vehicle controls were used: .

. Sodium Laury! Sulfate, 0.2% w/v aqueous solution (positi‘ve control)
. J&J baby oil (negative control)

Sodium Lauryl Sulfate served as the positive control and J&J baby oil se;'.ved as the negative
control. : '

3. Study Population:

Age at start: 18 years or older
Medical history: Individuals were eligible for inclusion in the study if they:
. were males or females, 18 years of age or older, in general
good health;
. were free of any systemic or dermatologic disorder which, in

the opinion of the investigative personnel, would have
interfered with the study results or increased the risk of
adverse events;

. were of any skin type or race providing the skin pigmentation
would allow discemment of erythema;

. had completed a patch evaluation Medical Screening form as
well as a Medical/Personal History form; and

. had read, understood and signed an informed consent
agreement.

Individuals were excluded from participation in the study if they:

. had any visible skin disease at the study site which, in the

opinion of the investigative personnel, would have interfered
with the evaluation;

. were receiving systemic or topical drugs or medication which,
in the opinion of the investigative personnel, would have
interfered with the study results;

. had psoriasis and/or active atopic dermatitis/eczema;

. were females who were pregnant, planning to become
pregnant during the study, or breast-feeding; and/or

. had a known sensitivity to cosmetics, skin care products, or

topical drugs as related to the material being evaluated.
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B. STUDY DESIGN and METHODS:

1. Test dates:
The study was conducted from November 5, 2002 to November 27, 2002.

2. Subject assignment and treatment;

The procedure employed is a modification of a procedure described by Dr. B.M. Lanman'
at the Joint Conference on Cosmetic Sciences, April 21-23, 1968 in Washington, D.C.,
and further modified by Phillips, et. al* and Berger, et. al’. Using these methods, for
occlusive patch conditions, the study material and controls were applied to a 2-cm x 2-cm
Webril pad attached to a non-porous, plastic film adhesive bandage (3M medical tape).
The pad was atfixed to the back skin with hypoallergenic tape (Micropore), as needed.
For semi-occlusive patch conditions, the material was applied with a 2-cm X 2-cm Webril
pad. The pad was affixed to the back skin with hypoallergenic tape (Micropore).

Each subject was exposed to all six test compounds, simultaneously. Subjects were
between the ages of 32-73, and were mostly female (26 of 30 enrolled) and Caucasion (28
of 30 enrolled). A total of 24 subjects completed the study (21 females and 3 males).

The study extended over a 22-consecutive-day period with 21 product applications and
evaluations. On Day 1, the study material and controls were applied to the back under
conditions described in the previous paragraph. Twenty-four hours later the patches were
removed, the sites evaluated, the responses recorded, and identical patches applied to the
same sites. This was repeated daily for a total of 21 days including Saturdays and
Sundays. =

3. Definitions used for Grading Responses:
Responses were graded using the symbols listed in Table 1 below:

Table 1: Definitions Used for Grading Responses

Symbol Response Numerical
Equivalent
- ne visible reaction 0

' BM. Lanman, E.B. Elvers and C.J. Howard. “The Role of Human Patch Testing in a Product Development
Prograrn.” Joint Conference on Cosmetic Sciences, The Toilet Goods Association, Washington, D.C., April 21-23, [1568.

2 L.Philips, M. Steinberg, H.I. Maibach and W.A. Akers. “Comparison of Rabbit and Human Skin Response to Certain
frritants.” Toxicel, Appl. Pharmacol. 21,369, 1972,

*RS. Berger and J.P. Bowman. “A Reappraisal of the 2]1-day Cumulative Irritation Test in Man” 1. Toxicol. - Cul. &
Oceular Toxical. 1 (2). 109-115, 1982,
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Symbol Response Numerical
Equivalent
" - with p, pv,dor papular (p) or papulovesicular (pv) response and/or dryness {d) 0.3
combinations without erythema
thereofl
? Minima¥/doubtful erythema (slightly different from surrgunding 1.0
normal skin)
% with p, pv, d or Minimal/doubtful erythema accompanied by papular or 1.5
combinations papulovesicular response and/or dryness
thercof
+ Definite eryithema 2.0
+ with p, pv, d, or Definite erythemna, accompanied by papular or papulovesicular 25
combinations response andfor dryness
thereof
o, Definite erythema and definite edemia (++) with vesicles (++) 30
+Dy 4D 4+ D Definite erythema with or without severe damage ta epidermis 3.0
characterized by crusting, superficial erosions, or oozing ()

The maximum obtainable individual score was 3.0. When a ““++7, “4+-++7, “+D”, “++D", or
“+++D” reaction occurred at any point during the study, further patch evaluation on that subject
was terminated. An imitation score for each product was calculated by summing each
individual’s scores on each of 21 consecutive days. The total score is the summation of scores
for all individuals. The normalized score is the total score divided by the total number of the
readings for all subjects and multiplied by 21 {the number of days) and by 10 (to normalize to 10
subjects).

II. RESULTS:

Using the methods reported in this study, 30 subjects enrolled in the study and 24 of the
subjects completed all phases. Five subjects voluntarily discontinued the study, while
one subject had a protocol violation. Fresh matenals were applied 7 days per week for 21
days to the same site. Six study materials, were applied to each person simultaneously at
different locations on the back. Test Code #°s 2425.02, 2425.03, 2425.07, and 2425.08
were applied occlusively, and 2425.05 and 2425.10 were applied semi-occlustively. The
products were graded for irritation using the scale identified in Table 1. Table 2 provides
the classification scale based on irritancy. This scale is normalized for 10 subjects.

Table 2: Irritancy Scores

Normalized Score Classification

0-49
50-199

1 No significant irritation

Slightly irritating
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200-449 Moderately irritating

450-630 Highly irritating

The results of the occlusive and semi-occlusive readings for each test code number are
shown on Table 3. A summary of dermal responses with skin writation over time are
presented in Table 4 and plotted for test materials with positive responses in Figures 1-3.

Table 3: Irritation Scores for the Test Materials

Test Code Conditions Number of Irritation Scores Classification of
Number Subjects Normalized -
Completing | g4y Normalized Scores
Test
2425.02 Occlusive 18 369.0 2259 Moderately
irritating
242503 .Occlusive 24 0.0 0.0 Ne significant
: irritation
2425.05 Semi- 24 0.0 0.0 No significant
occlusive irritation
242507 Occlusive 22 585.0 2322 Moderately
hritating
242508 Occlusive 24 0.0 0.0 No significant
irritation
2425.10 Semi- 24 18.0 7.1 No significant
Occlusive : imritation
J&]J baby oil 24 0.0 0.0 No significant
(negative irritation
control)
Sodium Lauryt ¢ 1301.0 516.5 Highly irritating
Sulfate, 0.2%
w/v agueous
solution
{positive
control)’
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Table 4: Summary of Dermatologic Response Grades

Number of Subjects by Product

Product 2425.02 242503 242505 2425.07 2475.08 242510 J&J Baby SLS
Fact Facial Tissue White Fact Facial Fact Facial Tissue White Facial |Fact Facial Tissue Oil
Facial Tissue Tissue
Tissue
Reading # (- 7+ |+D H - # - # - 721+ [+D E - # I I 4 - 80 - + 1 +D i
Subjects Subjccls Subjecls Suhjects Subjects Subjects Subjects Subjccts
Discontin Discontin Discontin Discontin Discontin Disconti Disconti Discontin
ued ued ued : ued ued nued nued ued
11 28 €0} © 0 2 28 2 28 2 28 0} O O 2 28 2 28) 0] 0 2 28 2 27y 0y ! 0 2
20 28] 0, 0 0] 2 28 2 28 2 28] of 0p O 2 28 2 28( 0 Of 2 281 2 16| 8] 4 0 2
3 27 0 0 0 3 27 3 27 3 271 0 0] © 3 27 3 27101 0O 3 271 3 St 4118 0 3
4 27, 0] 0 0 3 27 3 27 3 27 0] 0] 0 3 27 3 271 ¢f © 3 27| 3 Il 6] 19 | 3
51 26) 0 1 0 3 27 3 27 3 24 0] 3| © 3 27 3 271 0f 0] 3 271 3 0] 512 9 4
6 221 1] 3 0 4 26 4 26 4 16| 0 10| O 4 26 4 251 0f 1 4 26| 4 of 2{ 12 2 14
7| 16| 4] &6 0 4 26 4 26 4 i3] 4] S 0 4 26 4 25 11 0 4 6| 4 o 112 1 16
8] 15| 4] 7 0 4 26 4 26 4 131 2] U1 O 4 26 4 251 1| @ 4 260 4 o] Of ¢ 4 17 J
9 e 1y 14y | 5. |25 5 25 5 9y 31 13| ¢ 5 25 5 241 1] 0] 5 25] 5 0y 0 0 9 21 |
10 gl 1115 0 ] 25 5 25 5 71 2( 151 1 5 25 5 241 1] 4} 5 25 5 01 ¢ O al 30 I
11 71 1] 15 0 7 24 6 24 6 51 2| 18] © 7 24 6 23101 1 6 241 6 g o] o -0 30 I
12 7 0015 1 7 24 6 24 6 5( L 171 O 7 24 6 23101 1 6 241 6 0] 0o 0O 0| 30
13 7] 0] 12 3 8 24 6 24 6 51 017 1 7 24 6 (23| 0] 1. 6 |24] 6 0] 01 0 0] 30
14 g 1, N 1 11 24 ] 24 6 41 1117 0 & 24 6 23100 1 6 241 6 Gy 0y 0 al 30
15 6] 1 H 0 12 24 6 24 6 41 11171 0O 8 24 6 231 0] 1 6 24! 6 3 @] © gl 30
16 S 1p 12 0 12 24 6 24 ] 4 0] 18] © 8 24 6 (23; I 0] 6 24 % Q] 0] 0 o] 30
17 51 0] 13 0 12 24 6 24 6 4] 0| 18] 0© 8 24 6 23| Il 0 6 241 6 0] 0 0 0] 30
18 st 0] 13 ol 12 24 6 24 6 4 0| 18] ¢ 8 24 6 241 0] 0 ¢ 24 6 0] 0} ¢ 0] 30
19 4| 0] 14 0 12 24 6 24 ] 41 0] 18] 0 8 24 6 241 00 0y 6 241 6 of o © 0 30
20 4] 0f 14 ¢ 12 24 6 24 6 4] 0] 18 0 8 24 G 24100 &y 6 24 6 g o 0 4. 30
2 4l 0] i4 Q12 |24 6 24 41 40l 18] 0 8 124l ¢ 124101 Q@ 6 24l _ 6 0! 01 0 30

- = no reaction; ? = minimal or doubtful response; + = definite erythema, no edema; +D = damage to cp1derm1s oozing, crusting,
and/or superficial erosions.
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Figure 1: Summary of Dermal Responses for
Product 2425.02
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i Figure 2: Summary of Dermal Responses for '
Product 2425.07 i
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Figure 3: Summary of Dermal Responses for ‘
SLS

# of Subjects

1t 2 3 4 5 6 7 8 8
Reading #

- No visible reaction

? Minimal/doubt fu} erythema

+ Definite erythema

+D Definite erythema with or without severe damage

From the results in Figures 1-3 it appears that at day 5 both products 2425.02 and 2425.07
induce erythema effects in some subjects and that at day 9, more subjects exhibit
erythema then those that show no visible reaction. From comparing test products in
figures | and 2 test, it appears that test product 2425.07 has slightly more subjects who
report erythema. Although 12 subjects did not complete the test for 2425.002 beyond day
15, while only § failed to complete the study with 2425.07 beyond day 14. Test substance
2425.02 induced skin damage (+D) in' 3 subjects on day 13, while only 1 subject exposed
to 2425.07 expertenced skin damage (+D) onday 13. The test products appear to be
mild compared to SLS, however. SLS appears to cause erythema faster and produce
damage to the tissue. So much that the study could not be continued after day 9.

C. POSITIVE CONTROL: SLS was used as a positive control in this study.

IH. DISCUSSION

A. INVESTIGATOR’S CONCLUSIONS: Thirty subjects between the ages of 32 and 73
were enrolled and 24 compieted the study, which deviates from the protocol requiremenO
4, b

of 25 subjects. Of the thirty subjects enrolied, five subjects were voluntarily withdrawn
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and one was removed because of a protocol violation (e.g., the subject removed patches).
There were no adverse effects reported for these individuals. The study provides
irritation scores and classification schemes, which are outlined in Table 3 (presented
previously).

B. KEVIEWER’S DISCUSSION/CONCLUSIONS:

The 1nvestigator’s conclusions seem appropriate from the results. The negative and positive
controls had irritation scores as expected. However, the actual active ingredients or

concentrations were not reported. Several other deficiencies with the study are noted below.

C. DEFICIENCIES: The study was classified as Unacceptable/Non-guideline for the
following defictencies: 1) Complete lack of information regarding the active ingredient and
purity of the test material. 2) The study was not conducted in accordance with EPA Good
Laboratory Practices (GLPs). 3) The Protocol specifies that 30 subject be tested and only 24
made it through the completion of the study. 4} No protocol documentation was provided.

D. STUDY CLASSIFICATION: This study 1s classified as Unacceptable/Non-guideline
{upgradable) because of the deficiencies noted above.
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New York State Department of Environmental Conservation
Division of Solid & Hazardous Matcerials

Bureau of Pesticides Management

Pesticide Product Registration Section

625 Broadway, Albany, New York 12233-7257

Phone 518-402-8768 FAX 518-402-9024

Websife: htip:/fwww.dec_staie.ny.nsfwebsite/dslun/pesticid/pesticid. hitm

E-Mail: ppr@gw dec.state.ny.us Erin M. Cratty

CERTIFIED MA”_ - ‘ Commissicner
FETURN RECEIPT REQUESTED

January 23, 2004

Mr. Eliot Harrison

Agent for Kimberly-Clark Corporation
c/o Lewis & Harrison, LLC

122 C Street NW

Swite 740

Washington, DC 20001

Dear Mr. Hamson

B T I

Re: Intentto Deny Apphcat:on to Reglster Kleenex Brand Antl—Vlral Tissue #2 \

The New York Statc Dcpartment of Enwronmcntal Conservanon (Dcpartnlcnt) received
your application to fegister Kleenex Brand Anti-Viral Tissie #2 (EPA Reg: No.9402-10) on -
October 3, 2003.-. The product application was declared administratively comiplete and the: -
application package has been reviewed in accordance with New York State and federal pesticide
labeling guidance. The Department mtends to deny this product apphcatlon unless the followmg
label issues can bc resa]ved i RS

Thc ﬁnal product labeling complles with the United States Env1ror1mental Protectlon
Agency(USEPA) stamped “ACCEPTED” label dated 08/21/2003. However, the use directions
are located on the bottom panel of the package and may not be apparent to the-consumer when
purchasing the product. In order that consumers purchasing this product in New York State are
aware that the anti-viral claim refers to the killing of labeled viruses on the tissue after a
15-minute contact time, the Department suggests that this information be prominently displayed
in proximity. to the anti-viral claim on the principal display panel. The Department.believes that,
without the above clarification, the product name “Kleenex Brand Anti-Viral™” could be
construed by the consumer to mean anti-viral during the time of use (certamly nota 15-mmute
duration) of the tissue by the cold or flu suffercr S R %

Addltlonally, thc Depamnent has concemns about the ﬁrst statement on the back panel of
the label, “A leading causé of the spread of cold and flu viruses is'by hand ¢ontact.” Although
true, the Depattment beliéves this statement can lead a consumer to assume that the Kleenex
Brand Anti-Viral™ tissue acts to control the spread of cold and flu viruses more than a tissue of
similar physical charfacteristics. Please refer to 40 CFR Part 156.10(a)(5)(vii) under “False and
misleading statements™which states that “a pesticide is misbranded ifts labeling is false or
misleading in any particular including both pesticidal and non-pesticidal claims.” @



New York State Department of Environmental Conservation
Division of Solid & Hazardous Materials

Bureau of Pesticides Management

Pesticide Product Registration Section

625 Broadway, Albany, New York 12233-7257

Phone 518-402-8768 FAX 518-402-5024

Website: hitp://www . dec state ny. us/website/dshim/pesticid/pesticid.htm

E-Mail: ppri@gw.dec.state.ny.us Erin M. Crotty

CERTIFIED MAIL S Commissioner
RETURN RECE!IPT REQUESTED

January 23, 2004

Mr. Eliot Harrison
Agent for Kimberly-Clark Corporation
¢/o Lewis.& Hamson, LI.C
- 122 C Street NW
Suite 740
Washington, DC 20001

Dear Mr. Hamson

Ré: Intent to Dcny Appllcatlon to ch:stcr Kleenex Brand Antl—Vlral Tissue #2
(EPA Reg N'o 9402—10) SEEI :
The New York State Department of Envxronmental Conservatlon (Department) recelved
your application-to register Kleenex Brand Anti-Viral Tissue #2 (EPA'Reg: No.9402-10) on -
October 3, 2003, The product application was declared administratively complete and the: - *
application package has been reviewed in accordance with New York State and federal pesticide
labeling guidance. The Depariment mtends to deny thus product apphcatlon unless the folIovnng
label issues can: bo resolved - i e T
The ﬁnal product labeling comphes with the United States Enmonmental Protection
Agency (USEPA) stamped “ACCEPTED” label dated 08/21/2003. However,the usé directions
are’located onthe bottom panel of the package and may not be apparent to the:consumer when
purchasing the product. In order that consumers purchasing this product in New York State are
aware that.the anti-viral claim refers to the killing of labeled viruses on the tissuc after a
".15-minute contact time, the Department suggests that:this information be prominently displayed
in proximity. to. the anti-viral claim on the principal display panel. The Department believes that,
without the above clarification, the product name “Kleenex Brand Anti-Viral™” could be
construed by the consumer to mean anti-viral during the time of use (certalnly not a 15 mmute
duration) of the tissue by the cold or ﬂu suﬂ'erer L : i

. '3 [EHS

Addmonally, the Bepa.rtment has concerns about the ﬁrst statement on the back panel of
the label, “A leading causé of the'$pread of cold and:flu viruses is-by hand ¢ontact.” Althoagh
true, the Depattment believes this statement can lead a consiimer to assume that the Kleenex -
Brand Anti-Viral™ tissue acts to control the spread of cold and flu viruses more than a tissue of
similar physical characteristics.” ‘Please refer to 40 CFR Part 156.10(a)(5)(vii) under “False and
misleading statements™'which states that “a pesticide:is misbranded ifits labeling is false or y
misleading in any particular including both pesticidal and non-pesticidal claims.”
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40 CFR Part 156.10(a)(5)(vii) “A true statement used in such a way ds to givé a-false or
misleading impression to the purchaser.” .

In lieu of removmg this statement the Deparrment would review any USEPA ‘accepted
studies which demonstrate that Kleenex Brand Anti-Viral™ tissue acts to control the spread of
cold and flu viruses more, than a tlssue of smular charactens_ncs. S

The Department also requested conﬁﬁegjt‘ on the product and 1ts label 'from the New York
State Department of Héalth (NYSDOH). NYSDOH ‘agreed that the iabel clalms appear
inapproprniately placed and are misleading given the customary use of fissues. In addition,
NYSDOH expressed the generic concern that unnecessarily using antimicrobial agents in so
many household products could potentially increase the resistance of microorganisms to
antimicrobials/antibiotics and reduce efficacy. This is of particular concern for the Kleenex
Brand AntiViral™ tissues given the apparent lack of any health beneﬁt they confer to the user.
Please address these concerns in your response.

Wlthm 30 days from recelpt of thls letter you may make lhe necessary changes and/or
submit the documentation requested above. Ifyou do not submlt the requested decumentation,
or if you submit the requested documentation and there are still deficiénciés in your application,
the review will be termmated and your apphcatlon for registration will be denied. ,

If Klmber]y Clark Corporatlon has prepar.,d prodUct labeling based’ on a more current
USEPA stamped “*Accepted™ label or notification than specified above, three'copies of this
labeling and a copy of the supporting document must be submitted.

The'Dcpartmefit takes this acti'on becaflseE New Yerk State will riof register labels that:

1. - Are inconsistent with the most current USEPA stamped “Accepted” labels or
variations allowed by 40 CFR Sections 152.130 and 152.132 or
2. Contain false or misleading statements as indicated in 40 CFR Part 156.10(a)(5).

Please be aware that any unregistered product may not be sold, offered for sale,
distributed, or used in New York State.

Should you have any questions regarding this letter please contact Paula McBath, of my
staff, at (518) 402-8768.

Sincerely,

ity it

Samuel J. Jackling -
Chief
Pesticide Product Registration Section

ce: - Adam Heyward Product Manager 34; Regulatory Management Branch I, Antlmlcroblals
Division; Office of Pesticide Programs; USEPA 2
- Connie Welch, Branch Chief; Regulatory Management Branch II; Antimicrobials 1}’0
Division; Office of Pesticide Programs; USEPA
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L EW l S S ' 122 C Strest, N.W,, Suile 740
Washington, D.C. 20001 N -
H A R R I S O N telephone 202.393.3303 -
fax 202.393.3906

Consultants [n Government Affalra

February 26, 2003

Document Processing Desk - 8(a){2}
Office of Pesticide Programs - 7504 (c)
U.S. Environmental Protection Agency - .
~ Crystal Mall #2 TR :
Artington, VA 22202 SN
attn: Adam Heyward, Product Manager (34)

L]
awé
a

re: Reportable lnformatlon Under FIFRA Section 6(a)(2) _ Teses
Product: Kleenex® Brand Anti-Viragssue #2 | e
EPA File Symbol No. 9402-RE
Active Ingredients: Citric Acid and Sodlum Lauryl Sulfate .

Dear Mr. Heyward:

On behalf of Kimberly-Clark Corporation, | am submitting pursuant to Section 6(a)(2) of
FIFRA and EPA's regulations at 40 C.F.R. Part 169, a human clinical dermal study
conducted with Kleenex® Brand Anti-Viral Tissue #2. A registration application for this
product is currently pending with the Agency’s Antimicrobial Division, Office of Pesticide
Programs (AD/OPP). As discussed further below, Kimberly-Clark is confident that

Kleenex® Brand Anti-Viral Tissue #2 is not a demmal irritant when used, as intended, as
a facial tissue.

" To support the registration of Kleenex® Brand Anti-Viral Tissue #2, Kimberly-Clark
conducted a dermal irritation study in rabbits (OPPTS Guideline No. 870.2500). No
irritation was observed in any of the test animals. Accordingly, Kleenex® Brand Anti-
Viral Tissue #2 has been classified as non-irritating to skin. Separate from the dermal
irritation study required by OPP for product registration, Kimberly-Clark, as do most
other consumer product companies, conducted human clinical studies to evaluate
whether Kleenex® Brand Anti-Viral Tissue #2 may cause either cumulative irritant
contact dermatitis and/or allergic contact dermatitis. These human studies were
performed under conditions that simulate both the intended use and potential significant

misuse, of the Kleenex® Brand Anti-Viral Tissue #2.




The ailergic contact dermatitis study (titled, “Repeated Insuit Patch Study”, No.
DS106902-2) clearly demonstrated that Kleenex® Brand Anti-Viral Tissue #2,

irrespective of the patchlng conditions employed, d d not cause allerglc contact
dermatitis.

The cumulative irritant contact dermatitis study (tltled “2_ Consecutwe~Day Cumulative
Ircitation Patch Study”, No. DS310502-1) was performed under conditions that can be
considered much more severe than the standard animal dermal irritation study. For
example, in the human study the test material (KIeenex@ Brand Antl-Vlra! Tissue #2)
was appiied to each study participant for 23.5 consecutive, hours per day for 21 -
consecutive days. In the animai study, the test matenal was placed ‘under a semi-
occlusive patch for 4 hours. The four different human testing conditions were:

- Semi-occlusive patching of dry tissue (simulates intended use)

- Semi-occlusive patching of wet tissue {simulates mlsuse)

- Occlusive patching of dry tissue (S|mU|ates significant mlsuse) and

- Occlusive patching of wet tissue (simulates mgnn" cant mlsuse)
It is important to emphasize that occlusive patching was employed in order to evaluate
potential significant product misuse, such as femmme hygiene use as a temporary
tampon substitute or temporary occluded pad s! st:tute _

Under conditions that simulated the intended use of Kleenex® Brand Anti-Viral Tissue
#2 (semi-occlusive patch of dry test material/tissue), no imritation was observed in the
study. Even under more severe test conditions (semi-acclusive patching of wet test
materialitissue) the result was considered no differént than the semi-occlusive patch
with dry test materital/tissue. Under conditions that sumulated sugmﬁcant product
misuse, moderate irritation was observed. However, even then irmtation was not seen
until five days into the 21 day cumulaiive test. Thus ‘irritation would only occur if the
misuse were both significant and continued for a longer penod of time than could
reasonably be expected for this product. Moreover, any imitation that did occur to the
test participants during the study, dissipated after use of the test material/tissue was
discontinued, and there was no permanent damage to the underlying dermis.

Based on the results of the human studies, Kimberly-Clark is confident that Kleenex®
Brand Anti-Viral Tissue #2, is not a dermal irmitant when used as-intended, as a facial
tissue. Consistent with EPA packaging/labeling reqmrements the package label will
clearly indicate "For use only as a facial tissue". =i -
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If you have questions about this submission, please contact me at (202) 393-3903, ext.
14. '

Sincerely,

Eliot I. Karrison
Agent for Kimberly-Clark



L E W l S S 122 C Street, N.W., Suite 740
Washington, D.C. 20001 & -
H A R R ] S O N telephone 202.393.3903 -
fax 202.393.3906
Consavitants in Government Affalrs '

February 26, 2003

Adam Heyward Product Manager (34)
Regulatory Management Branch II
Antimicrobial Division {(7510C)
Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway, CM#2
Arlington, VA 22202

re: Product: Kleenex® Brand Anti-Viral Tissue #2
EPA File Symbol No. 9402-RE
Applicaat: Kimberly-Clark Corporation™
Registration Apnlication for New Product _
Data Transmittal Letter for Studies being Submitted in Response to
Your Correspondence of November 25, 2002

Dear Adam:

On behalf of Kimberly-Clark Corpm ation, I am submitting the followmg studies pursuant to
FIFRA 6(a)(2)

. Volume 1 of 2

21-Consecutive-Day Cumulative Iritation Patch Study
MRID# 43870201

. Volume 2 of 2
* Repeated Insult Patch Study )
MRID# 45870202
If you have any questions regarding this submission, please contact me at (202) 393-3903:,°é;{t.“
14

Sincerely,

Eliot ;!ﬁ arrison v

Agent for Kimberly-Clark o Zjl}
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PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

February 11, 2004

Eliot |. Harrison

Lewis & Harrison Consultants, Agent for
Kimberiy-Clark Corp.

122 C Street, N.W., Suite 740
Washington, DC 20001

Subject: Kleenex® Brand Anti-Viral™ Tissue
EPA Registration No. 8402-10
Letter Dated January 12, 2004

Dear Mr. Harrison:

The following amendments, submitted in connectioh with registration under section
3(c)(7XA) of the Federal Insecticide, Fungicide, and Rodenticide Act (FIFRA)}, as amended, are
acceptable.

Proposed Amendment.
. Change offictal brand name to Kleenex® Brand Anti-Viral Tissue _
. The claim “Kills 99.9% of Cold and Flu Viruses™ has been added to the front panel
. On the back panel, the heading and the descriptive paragraph has been changed
Revise Directions for Use
Add asterisk after all references to the term “anti-viral®.
General Comment:

A stamped copy of the accepted fabeling is enclosed.

Shouid-you have any questions_or comments concerning this letter, please contact me at
(703) 308-6422 or Renae Whitaker at (703} 308-7003. '

Sincerely,

e o st~

Adam Heyward
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Bottom Panel — 120 count flat

02.05.04
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New IQEENEX ¢ Antl Vzra] msue Kills 99. 97 of CoId and FIu Viruses

Because cold and flu viruses are often spread by hand contact, KLEENEX® Brand has deveIOped a new
tissue for your whole family. New! KLEENEX® Anti-Viral® tissue has three soft layers, including a moisture-
activated middle layer that kills 99.9% of cold-and flu viruses* in the tissue within 15 minutes. This
product has not been tested against bactena fung1 or. other viruses. See below for anti-viral* details.

BRAND
TISSUE

* Directions for Use: Itls a violation of Federal faw to use this product In a manner inconsistent with its labefing. Use only as a faclal tissue.

*Vinucidal Against: Rhinoviruses Type 1A and 2 {Rhinoviruses are the leading cause of the common cold}; Influenza A and Influenza B {causes of the fu);
Respiratory Syncytial Virus (RSY-the leading cause of fower respiratory infection in children). -

Storage and Disposal: Store in a dry area. Dispose of used asues promptly. Do not reuse empty container,

- - - ) ® Roglstered Trademark of
1-800 553 3639 wepkdays 8 am. to 4 p.m, CT - Kimbarty-Clark Warldwids, Inc,

Digtributed by Kimberly-Clark Global Salas, Ing., - ® 1938, 1999, 2004 KCWW

Depl. KAV-120, PO Box 2020, Maenah, W1 549567-2020 ) Made under tha followlng US pelenis:

Printed In USA, . 8.221,211; 5,227 242, 4,828,012; 4.?38.347. ‘a
Mada In the USA irom domeslic and Imported material,

www.kleenex.com : 120 3-PLY TISSUES 8. 6 X8.4IN %"ﬁc’;ﬁ?&":&f :

Rodenticide Acta ided, lot e

ol I [ﬁ_’sﬁﬂda mmml‘_ u|l5e‘
’ ok Ran NA,

4 W B s o T e T
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E W [ S 122 C Street, N.W., Suite 740
L é ;Z Washingion, D.C. 20001
H A R R I S O N tetephone 202.393.3903

fax 202.393.3906

Consultants tn Goavernment Affalra

February 11, 2004

Adam Heyward Product Manager (34)
Regulatory Management Branch II
Antimicrobial Division (7510C)
Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway, CM#2
Arlington, VA 22202

re:  Product: Kleenex® Brand Anti-Viral Tissue #2
EPA File Symbol No. 9402-10
Registrant: Kimberly-Clark Corporation
Pending Label Amendment '

Dear Adam:

As we discussed earlier today, please find enclosed five (5) revised copies of the amended label for
Kleenex® Brand Anti-Viral Tissue #2. The revisions, which are very minor, are those requested by
the New York State Department of Environmental Conservation. Please refer to the attached note
from me to Sam Jackling regarding the specific revisions. In addition, we are requesting that the
official name of the product be changed from Kieenex® Brand Anti-Viral Tissue #2 to Kleenex®
Brand Anti-Viral Tissue.

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14,

Sincerely,

Lapbf—

Elot I. Harmson

Agent for Kimberty-Clark O




s
.

Eliot |. Harrison

From: : Sam Jackiing [sjiackli@gw.dec.state.ny.us]
Sent: Tuesday, February 10, 2004 10:36 AM

To: eharrison@lewisharrison.com

Subject: Re: Kleenex Anti-Viral

Eliort,

On the bottom of the large tissue box it states:

New Kleenex Anti-Viral tissue kills 99.9% of Cold and Flu Viruses*.

The term Anti-Viral does not have an *.

As we agreed, every instance of.the term "Anti-vViral" should have an *.

T krniow the * 1s at the end of the sentence but we believe it should
also be after the term Anti-Viral in this sentence.

Bssuming this change is made, DEC agrees that vyou have addressed our
concerns. AS you are aware we canncot ‘give final approval until we
review the final EPR "Accepted" label._  Upon receipt of a EPA "Accepted”
labzl we will attempt to complete the review within 1-2 weeks.

Sam Jackling

amual J Jackling
<hief, Pesticide Precduct Registration Section
New York State Department of Environmental Conservation
625 Droadway
Albany, NY 12233-7257

{515) 402-8768
{518} 402-8024 (fax)

»>»>» "Eliot Harrison" <eharrisonflewisharrison.com> (02/08/04 01:23PM
P

Hi Sam,

Attached is the follow-up material we discussed at our meeting on
Tuesday. 7

The hard copies will be sent by overnight delivery on Monday.
Regards,

Lliox




To: Samuel J. Jackling
From: Eliot Harrison
Re: Kleenex Brand Anti-Viral Tissue

On behalf of Kimberly-Clark Corporation (K-C), | want to thank you, Paula
McBath and Jeanine Broughel for meeting with us on Tuesday, February 3, 2004
to discuss issues regarding the NYSDEC registration of Kieenex® Brand Anti-
Viral Tissue. K-C respresentatives attending the meeting were Steve Erb, Kevin
Eberle, Michael Caringelio, Christopher McKenzie and myself.

At the meeting, we discussed in detail the labeling concerns expressed in your
letter of January 23, 2004. It is our understanding that agreement was reached
to modify the {abel as follows:

¢ On the principal display panel, after the phrase "KiLLS 99.8% OF COLD &
FLU VIRUSES,” the phrase "See bottom panel for details” will be replaced
with the phrase "See bottom for use directions." In addition, the font size
for this instruction will be increased ¢ make it more prominent.

» An asterisk will be inserted after all references to the term “anti-viral” on
the principat display panel and bottom panel of the tissue box (but not on
the poly window covering the dispensing area of the box, on which the
word "Anti-Viral" is printed repeatedly as a watermark). The asterisk wil
direct consumers to the use directions on the bottom panel. Note that the
asterisk after the words "COLD & FLU VIRUSES" will be retained to direct
consumers to the explanation on the bottom panel of which cold and flu
viruses are fargeted.

+ Finally, as a point of clarification, the symbol "#2" will not be included as
part of the product name. Similarly, the active ingredients will, of course,
be displayed prominently on the principal display panel (active ingredients
were inadvertently not included on one of the labels provided 1o you at the
meeting), as well as on the bottom panel. '

Attached hereto is a revised tabel (pdf file) incorporating the above label changes.

A hard copy of the revised label will be sent by overnight courier. We request
your prompt concurrence with the revised label.

Following NYSDEC concurrence, we will immediately forward to USEPA the final
proposed label, as revised, and will provide a copy to NYSDEC. As soon as
USEPA approval is obtained, we will submit the final approved label to NYSDEC
to obtain New York state registration approval. NYSDEC has informed us that it
will endeavor 1o process such request in approximately 1-2 weeks.

Once again, thank you for taking the time to meet with us. Please contact me at
202-393-3903, ext 14 if you have questions or require any additional information.



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 20460

""e*n L OFFlCE OF PREVENTION, PESTICIDES
5{5 Tf,“ AND TOXIC SUBSTANCES
g Mw = Antimicrobials Division

January 30, 2004

MEMORANDUM:
Subject: Efficacy Review EPA Reg. 9410-10 Kleenex Brand Anti-Viral Tissue
DP Barcode 298261

From: Nancy Whyte, Microbiologist N(Z?I»J
Efficacy Evaluation Team
Product Science Branch
Antimicrobials Bivision (7510C)

‘To: Adam Heyward/Renae Whitaker
Regulatory Management Branch |
Antimicrobials Division (7510C)

Thru: Emily Mitchell, M.S., Team Leader
Efficacy Evaluation Team
Product Science Branch
Antimicrebials Division (7510C)

Thru: Michele E. Wingfield, Chief
Product Science Branch
Antimicrobials Division (7510C)

Applicant:  Kimberly-Clark Corporation
PO Box 2020
Neenah, Wt 54957.2020

Formulation Lahel:

Active Ingredient(s) Yelwt
Citricacid. ..................... PO OTOION 7.53%
Sodium fauryl sulfate.. ... 2.02%
Otheringredients................................ s 90.45%
Total.. . 100.00%

I. Background:

This labet from the registrant’'s consultant was submitted for amendiment. The changes
made to the label required by the Agency as a condition of registration, are acceptable.

Sl
Page 1 of 1




New York State Department of Enwronmental Conservation
Division of Solid & Hazardous Materials

Bureau of Pesticides Management

Pesticide Product Registration Section

625 Broadway, Albany, New York 12233-7257

Phone 518-402-8768 FAX 518-402-9024

Website: hiip://www dec state.nv.usfwebsite/dshin‘pesticid/pesticid him

E-Mail: ppri@gw.dec. state.ny.us Erin M. Crotty

CERT]FIED hqA“. Commissioner
RETURN RECEIPT REQUESTED

January 23, 2004 -

Mr. Eliot Harrison

Agent for Kimberly-Clark Corporation
c/o Lewis & Harrison, LLC

122 C Street NW

Suite 740

Washington, DC 20001

~ Dear Mr. Harrison:

Re: Intent to Deny Application to Reglster Kleenex Brand Antl Yiral Tlssue #2
(EPA Reg No 9402 -10)

' The New York State Department of Enmronmental Conservatlon (Department) received
your application to register Kleenex Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402-10) on
October 3, 2003. The product appllcatlon was declared administratively complete and the
application package has been reviewed in accordance with'/New York State and federal pesticide
labelmg gmdance. The Department mtends to deny this product appllcatlon unléss thé followmg
Iabel issues can be resolved. o o

The final product labeling complies with the United States Environmental Protection
Agency (USEPA) stamped “ACCEPTED” label dated 08/21/2003. However, the use directions
are located on the bottom panel of the package and may not be apparent to the consumer when
purchasing the product. In order that consumers purchasing this product in New York State are
aware that the anti-viral claim refers to the killing of labeled viruses on the tissue after a
15-minute contact time, the Department suggests‘that thisinformhation be prominently displayed
in proximity to the anti-viral claim on the principal display panel. The Department believes that,
without the above clarification, the product name “Kleenex Brand Anti-Virai™” could be
construed by the consumer to mean anti- viral durmg the tlme of use (certamly not a 15-minute
duratlon) ofthe tlssue by the cold or f]u sufferer '

Addttlonally, the ‘Department has concerns about the first statement on the back pane] of
the label, “A leading cause of the spread of cold and flu vinises is by hand contact.” Although
true, the Department believes this statement can lead a consumer to assume that the Kleenex
Brand Anti-Viral™ tissue acts to control the spread of‘cold and flu viruses more than a tissue of
similar physical characteristics. Please refer to 40 CFR Part 156. IO(a)(J)(vu) under “False and -
misleading statements” which states that “a pesticide is misbranded if its labeling is false or
misleading 1n any particular including both pesticidal and non-pesticidal claims.” 52’



Mr. Eliot Harrison

o]

40 CFR Part 156. 10(3)(5}(\*11) “A true stalemem uscd n such a way as 1o give a fa]se or
misleading 1 1mpr65510n to the purchdser :

In h'eu of removing this statement, the Department would review any USEPA accepted
studies which demonstrate that Kleenex Brand Anti-Viral™ tissue acts to control the spread of
cold and flu'viruses more than a tissue of similar characteristics.

- The Department also requested comment on the product and 1ts labei from the New York
State Department of Health (NYSDOB). NYSDOH agreed that the label claims appear
inappropriately placed and are misleading given the customary use of tissues. In addition,
NYSDOH expressed the generic concern that unnecessarily using antimicrobial agents in so
many household products could potentially increase the resistance of microorganisms to
antimicrobials/antibiotics and reduce efficacy. This is of particular concern for the Kleenex
Brand AntiViral™ tissues given the apparent lack of any health benefit they confer to the user.
Please address these concerns in your response. '

Within 30 days from receipt of this letter, you may make the necessary changes and/or
submit the documentation requested above: If you do not submit the requested documentation,
or if you submit the requested documentation and there are still deficiencies in your application,
the review will be terminated and your application for registration will be denied. '

If Kimberiy—Clark Corporation has prepared product labeling based on a more current
USEPA stamped “Accepted™ label er notification than specificd above, threc copies of this

labe]mg and a copy of the supporting document must be submitted.

The Department takes this actlon because Ncw York Statc w111 not reglster ]abels that

1. Are inconsistent with the most current USEPA stamped “Accepted” labels or
variations allowed by 4G CFR Sections 152.130 and 152.132 or
2. Contain false or misleading statements as indicated in 40 CFR Part 156.10(a)(5).

Please be aware that any unregistered product may nst be sold, offered for sale,
distributed, or used in New York State.

Should you have any questions regarding this letter plcase contact Paula McBath, of my
staff, at (518) 402-8768.

Sincerely,

sl §) [Grctdens

Samuel J. Jackling
Chief
Pesticide Product Registration Section

cc: - Adam Heyward, Product Manager 34; Regulatory Management Branch II; Antimicrobials
Division; Office of Pesticide Programs; USEPA

- Connie Welch, Branch Chief; Regulatory Management Branch II; Antimicrobials
Division; Office of Pesticide Programs; USEPA




OPP Labeling Issue Request

Q

hups:#fyosemite.cpa.goviopp/opp_label__ 52561 C00502[3]-’[3'?0pcni)ocumcnt&login& i

SHEPA EESrcn Office of Pesticide Programs

Requester:
Entity/Affiliation:

Product #:
Product Name:
PC Codes:

OPP Team:
Risk Manager:

Subject:
Brief Desc:
Detailed Desc:

Attach File(s):

State Label Issue Tracking System
Paula McBath (pjmcbath@gw.dec state.ny.us)

New York Request Date: 01/15/2004
Due Date: 01/19/2004

009402-00010

KLEENEX BRAND ANTI-VIRAL TISSUE #2
021801 Citric Acid

079011 Sodium Lauryl Sulfate

RM 34

Adam Heyward

Label Clarification

Anti-viral claims may be true statements but are misteading to the consumer

New York State is reviewing the above product labeling for registration and find that the’
product labeling may mislead the consumer to believe that the tissue would kill germs
during the "use" phase. The first statement on tiwe fabe! is “A leading cause of the spread
of cold and flu viruses is by hand contact." The label then states that the "moisture
activated middle layer kills 89.9% of cold and flu viruses in the tissue within 15 minutes.”
Thus a consumer skimming this label may think that this tissue will kill germs while the
user is handling the tissue. In reality it takes 15 minutes to kill these germs which would
place the tissue somewhere in a trash can and out of the user's hands. (False and
misleading statements per 40 CFR Part 156.10(a)(5)(vil) ] Thus a true statement can be
used in such a way to provide a false and misleading view to the purchaser of this
product.

We believe that the consumer should be notified by prominent display on the front panel
of the tissue box that this anti-viral claim refers to the killing of viruses on the tissue after
a fifteen minute exposure time. Please advise....

Also, in regard to the hand contact and transfer of viruses - Were there any comparative
studies to determine if there was any reduction in germ transfer by hand contact with the
Anti-viral Kleenex vs. an equal strength tissue without the active ingredients? it would
seem that without such information the whole premise of registering this product is
leading to an overload of antimicrobials for every conceivable household use thus
leading to potential increased resistence by common micro-organisms and the
consequent loss of effective controls - just a thought.

[ Respond ] [Acknowtedge | [ Close |

EPA Home | Search EPA | Comments | Site Map

OPP Home | Search OPP [ Siate Labef Issue Tracking Registration Systern | Search for Product Label

it of 1

Search State Label Issue Tracking System | Contact System Administrator | User Manual

htip://yosemite.epa.govioppliopp_label_request nsf
Version 2.0, updated 09/26/2003

1/15/2004 [:23 PM
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January 16, 2004
OFFICE OF
PREVENTION, PESTICIDES AND
TOXIC SUBSTANCES
ELIOT HARRISON

LEWIS & HARRISON, AGENT FOR
KIMBERLY-CLARK CORP
LEWIS & HARRISON, LLC
122 C ST., N.W_, SUITE 740
WASHINGTON, D.C. 20001

PRODUCT NAME: KLEENEX BRAND ANTI-VIRAL TISSUE #2
COMPANY NAME: KIMBERLY-CLARK CORP

OPP IDENTIFICATION NUMBER: 256737

EPA FILE SYMBOL: 9402-10

EPA RECEIPT DATE: 01/16/04

SUBJECT: RECEIPT OF AMENDMENT

DEAR REGISTRANT:

The Office of Pesticide Programs has received your application for an amendment and it
has passed an administrative screen for completeness.

During the initial screen we determined that the application appears to qualify for fast
track review. The package will now be forwarded to the Product Manager for review to
determine its acceptability for fast track status. .

If you have any questions, please contact Antimicrobials Division, Risk Management
Team 34, at (703) 308-6422. '

Sincerely,

Front End Processing Staff
Information Services Branch
Information Resources and Services Division




L E W [ S 122 C Street, N.W._, Suite 740
d ;2 Washinglon, B.C. 20001
H A R R_ ] S O N telephone 202.393.3803
fax 202.393.3906

Consuitants in Government Aifalrs

January 12, 2003

Adam Heyward, Product Manager (34)
Regulatory Management Branch No. 11
Antimicrobial Division (7510C)
Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway

Crystal Mall #2

Arlington, VA 22202

re:  Kleenex® Brand Anti-Viral™ Tissue #2
EPA Reg. No. 9402-10
Registrant: Kimberly-Clark Corporation
L.abel Amendment

Dear Adam:

On behalf of Kimberly-Clark Corporation, I am submitting a label amendment for Kleenex® Brand
Anti-Viral Tissue #2. The amendment proposes to amend the currently approved label as follows:

1) The official brand name of the product has been changed from Kleenex® Brand Anti-Viral
Tissue #2 to Kleenex® Brand Anti-Viral Tissue.

2) The claim "Kills 99.9% of Cold and Flu Viruses" has been added to the front panel.

3) On the back panel, the heading for the descriptive paragraph has been changed from "The
soft tissue now kills cold and flu viruses to "New Kleenex® Anti-Viral tissue kitls 99.9% of
cold and flu viruses”.



4) The descriptive paragraph has been changed from:

"A leading cause of the spread of cold and flu viruses is by hand contact. Now Kleenex® Brand
gives you a soft, anti-viral tissue with a special moisture-activated middle layer scientifically proven
to kill 99.9% of cold and flu viruses in the tissue within 15 minutes. This product has not been
tested against bacteria, fungi or other viruses. Especially designed for the whole family. Try new
Kleenex® Brand Anti-Viral Tissue #2 today.”

to

" Because cold and flu viruses are often spread by hand contact, Kleenex® Brand has developed a
new tissue for your whole family. New! Kleenex® Anti-Viral Tissue has three soft layers, including
a moisture-activated middle layer that kills 99.9% of cold and flu viruses in the tissue within 15
minutes. This product has not been tested against bacteria, fungi or other viruses. Try them today!"

5) In the "Directions for Use" the sentence "Use only as a facial tissue to prevent the spread of
cold and flu viruses has been changed to "Use only as a facial tissue.”

In support of this amendment, please find enclosed the following documents:
. Application for Pesticide Form.

- Proposed Product Label (5 Copies)

If you have any questions about this amendment, please contact me at (202) 393-3903, ext. 14.

Sincerely,

w{o)

Eliot I. Harrison
Agent for Kimberly-Clark Corp.




Ficase read instructions on reverse before completing form. : Form Approved, OMB No. 2070-0060. Approval expires 05-31-98

EPA United States ] Registration OPP tdentifier Number
Environmental Protection Agency X Amendment 256737
Washington, DC 20460 ] Other:
Application for Pesticide - Section |
1. Company/Product Number 2. EPA Product Manager 3. Proposed Classificatian
9402-10 _ Adam Heyward
4. Company/Product {Name} : Pii# ] )
Kleenex® Brand Anti-Yiral Tissue #2 Team 34 ' None D Restricte
-':(-_ N;lm? acr:l]d ﬂ;dgress of :_\DD"CEHT (Include 2IP Code) 6. Expedited Review. in accardance with FIFRA Section 3(c)(3)
Imerly-L.lar orporation . H, H H H HY .

2100 Winchester Road t(1:1.}(I), my product is similar or identical in composition and tabeling
Neenah, Wl 54956 0.
PLEASE DIRECT ALL CORRESPONDENCE T | EPAReg. No.

i 3

CONTACT POINT” LISTED BELOW Product Name

D Check if this 15 a new address

Section -1l
[E Amendment — Explain below. D Final printed labels in response lo Agency lelter dated
D Resubmission in response to Agency letter dated D “Me Too” Application
D Natification - Explain beiow. D Other - Explain below

Explanation: Use additional page(s) if necessary. (For Section | and Section I1.)

APPLICATION FOR LABEL AMENDMENT. SEE COVER LETTER FOR DETAILS.

Section -

1. Material This Product Will Be Packaged In:
Child-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container

D Yes® D Yes D Yes D Metal
L1 no [ ] No (1 o [ ] piastic

If “Yes" No. per If “Yes® No. per |:| Glass
e . Unit Packaging wat. container Package wgt. container
*Certification must gingwe 9ewa [ ] Paper
be submitted [ ] Other (Specify)
3. Location of Net Contents Information 4. Size{s) Retail Container 5. Location of Label Directions
D Label [:| Container . D On Label
' ] D On fabeling accompanying product

6. Manner in Which Label is Affixed to Product {] Lithograph (O other

[ Paper glued

[] Stencited

Section - IV

1. Contact Point (Complete iterns directly below for identification of individual {o be contacted, if necessary, fo process this aprlicaticn)

Name: Elict Harrison, Lewis and Harrison, LLC Title: Agent for Kimberly-Clark Corporation Telephdne-N'o_ {Include Area
122 C St., NW Suite 740 Code): {292} 383-3903 x 7
Washington, DC 20001

Certification 6. Date Applica®inn
| certify that the staternents | have made on this form and all attachments therelo are true, accurate and complete. | Seanived
acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment or both {Stampod)
under applicable law, AR

2. Signature 2 E’/%/ 3. Title: Agent for Kimherly-Clark Corporation

4. Typed Mame 5. Date
{ {u,/ f

Eliot Harrison, Lewis & Harrisen L1 C

EPA Form 8570-1 (Rev. B-94} Previous editions are absolete White- EPA File Copy {original}) Yelow- Applicant Ca



FP#) %06 %05&/0

5Page ' is not included in thls copy.

_'rPEQESM:E‘ through ﬂ are not included.

-,Thef,meterial not  included contains the'-following type of
information: . - - - B S :

-_Jéiledentity.oflprodocp_iperp ingredienps.ﬂ

';_*q; Idehtitf of product imporities. |

__;_; ﬁeecriptioh of the product manufacturlng process.
1___; Description of quallty control procedures.
f;Jéifidentitf of the source of product 1ngred;ents;

; Sales or other'commercial/financial information.
A draft product 1abei.*:'.

S The product conf1dent1a1 statement of fortiula.
_;;H Informatlon about a pendlng reglstratlon action.
FIFRA reglstratlon data.

L}

L The document is a dupllcate ‘of page(s)

. _____ The document is not responsive to the request.'

The information not included is generally con51dered conf1dent1al
by product registrants.: If you have any questions, please contact
the individual who prepared the response to your request,




foane G ped 7

| PM WORK ASSIGNMENT SHEET

DECISION - e _it,_/_
DESCRIPTION OF ACTION:

susmissioN BAR cope s 7OO#EE

PRODUCT REVIEWER: W |

FILE SYMBOL/REG NO.: ?%@ 2/"”#/&

FQPA ACTION CODE: Z 22— NON-FQPA ACTION CODE:

AMQOUNT OF TIME TO COMPLETE TASK {ASRC only) HOURS
) MONTH DAY YEAR
APPLICATION DATE yze. 2 2
| EPA PIN DATE 2%, | 79 03
REVIEWER ASSIGNED DATE ‘1 | =7 D5
DATE DUE OUT OF AGENCY /’// | 25 | &2

TYPE OF DATA
Product Chemistry: O Product Toxicology:' 0 Efficacy: O
RASSB: 0 HEDTOX O ENVIRONMENTALFATE O FISH/WILDLIFE O

Other O

- COMMENTS:

JACKET(S)/FILE SHOULD BE SUBMITTED WITH YOUR LETTERS FOR/SfNATURE
RESPONSE CODE: _ / /  RESPONSE DATE: 5 ;A C D |
MO

Day Year




\x\“" s"‘fe@ UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 20460

OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES

November 25, 2003

Georgia Anastasiou,

Lewis and Harrison Consultants

Agent for Kimberly Clark Corporation

122 C Street

Washington, DC 20001

Subject: Notification in Accordance with PR Notice 98-10 .

 Kleenex Brand Anti-Viral Tissue #2 N

EPA Registration Number 9402-10 -
Application dated October 28, 2003

Dear Ms. Anastasiou:;

This will acknowledge receipt of your notification, submitted under the provisions of PR
Notice 98-10, FIFRA section 3 (c) 9. -

Proposed Notifications:
Alternate Brénd Name
- Kleenex Brand Anti-Viral Tissue
General Comment:
Based on a review of the material submitted, the following comment apply.

The notification application is acceptable. A copy have been inserted in your fite for future
reference.

Should you have any questions or comments concerning this ietter, please contact me at
(703) 308-6422 or Renae Whitaker at (703) 308-7003. : '

Sincerely,

. Adam Heyward

Product Manager 34

' Regulatory Managemenl Branch Il
nnnnn o K AT )Y - ——
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' 122 C Street, N.W., Suite 740
L E W I S & Washingion, D.C. 20001
S O N telephone 202.393.3503
H A R_ R_l fax 202.393 3506

Consultants In Government Alfalrs

HAND DELIVERED

Octeber 29, 2003

Document Processing Desk [NOTIF)

Office of Pesticide Programs

U.S. Environmental Protection Agency (7504C)
Room 266A, Crystal Mall 2

1921 Jefferson Davis Highway

Arlington, VA 22202-450]

ATTENTION: Velma Noble
Product Manager, Team 31

SUBJECT: Kimberly-Clark Corporation
Kleenex Brand Anti-Viral Tissue #2 (EPA Reg, No, 9402-10)
Notification of Alternaie Brand Name Per PR Notice 98-10
~Dear Ms. Noble:
On behalf of Kimberly-Clark Corporation, we are submitting an application for Pesticide Notification to propose an alternate

brand name for Kleenex Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402-10) in accordance with PR Notice 98-10. The
alternate brand name for Kleenex Brand Anti-Viral Tissue #2 is the following: -

“Kleenex Brand Anti-Viral Tissue”

To support this Notification of Alternate Brand Name, we are submitting an Application for Pesticide Notification (OPP ID
No. 265394), which includes a signed statement certifying compliance with PR Notice 98-10,

Insofar as Lewis & Harrison serves as the “Company Contact™ and “Company Agent” for Kimberly-Clark, please relay ail
correspondence regarding this notification submission directly to us. If you have any questions, please contact me at (202)
393-3903 ext. 19 or e-mail me at georgia@lewisharrison.com

I thank you in advance for your cooperation.

Sincerely,

Georgia Anastasiou o
Agent for Kimberly-Clark Corp.oration

Enclosures

cc: Michael Caringello {(KCQ)



Please rada instruclions on reverse hefore completing form.

Form Approved, OMB No. 2070-0060, Approval expires 05-31-88

S EPA

United States

Environmental Protection Agency

Washington, DC 20460

] Registration
[ ] Amendment
DJ Other: Notification

CPP Identifier Number

265394

Application for Pesticide - Section |

1. Company/Product Number
9402-10

2. EPA Product Manager
Velma Noble

3. Proposed Classification

4. Company/Product (Name)
Klgenex Brand Anti-Viral Tissue #2

PM#
Team 31

Xinone [ ] Restricied

Kimberly-Clark Corporation
2100 Winchester Road
Neenah, Wi 54856

5. Name and Address of Applicant {include Z2IP Code}

PLEASE DIRECT ALL CORRESPONDENCE TQ

to:

“CONTACT POINT” LISTED BELOW

EPA Reg. No.

6. Expedited Review. In accordance with FIFRA Section 3(c}(3)
(b){), my product is similar or identical in composition and labeling

D Check if this is a new address

Product Name

Section - |
D Amendrment — Explain below. D Final printed labels in response ta Agency letter dated
[:] Resubmission in response to Agency letter dated D “Me Too" Application
@ Notification - Explain below. D Qther - Explain below

Zxplanation: Use additional page(s) if necessary. (For Section | and Section 11.)

[ALTERNATE'BRAND.NAMES:*Klgeiiex:Brarid Anti-Virat Tissue"]
Notification of ALTERNATE BRAND NAME in Accordance With PR Notice 98-10

Signature:

This notification is consistent with the provisions of PR Notice 98-10 and EPA reguiations at 40 CFR 152 48, and no other changes have been mads to
the -labeling or the confidential statement of formula of this product. T understand that it is a violation of 18 4.5.C. Sec 1001 to willfully make any false
statement to EPA. | further understand that f this nolificalion is no! consistent with the terms of PR Notice 35-2 and 40 CFR 152.45, this product may
be in violation of FIFRA and I may be the subject to enforcement action and penalties under sections 12 and 14 of FIFRA.

Date:

Section

1. Material This Product Will Be Packaged In:

Chilg-Resistant Packaging Unit Packaging Water Soluble Packaging 2. Type of Container
[ ves* Yes [ ] ves ] metat
[] no [ ] No [] ne [ ] Plastic
’ If “Yes® . No. per If “Yes” No. per (] Glass
“Certification must Unit Packaging wgt. conlainer Package wgt. cantainer D Paper
e submitted [] other (specifiy)
3. Location of Net Contents infarmation 4. Size{s) Retail Container 5. tocation of Label Directions
{:] Labe! Container D Cn Label
D On labeling accompanying product

8. Manner in Which Label is Affixed to Product [ Lithograph [ Other

1 Paper glued

[ stenciled

Section - IV

1. Cantact Point (Complete items directly befow for identification of individual to be contacted, if necessary, to process this application

122 C St., NW Suite 740
Washington, DC 20001

Name: Georgia Anastasiou, Lewis and Harrison

Title: Agent for Kimberly-Clark Corporation

Tefephone No. {include Area
Code}): (207) 393-3903 x. 19

under applicable law.

Certification

| certify that the statements | have made on this form and all attachments thereto are true, accurate and complete. |
acknowledge that any knowingly false or misleading statement may be punishable by fine or imprisonment or both

6. Date application
Feceived
_{Sta_mped',

2. Signature

3. Titlle: Agent for Kimberly-Clark Corporation

4. Typed Name

5. Date

Georgia Anastasiou, Lewis & Harrison LLC

October 28, 2003

EPA Form 8570-1 (Rev. 8-94) Previous editions are obsolete

White- EPA File Copy {original)  Yellow- Applicant Copy
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EFA Reg. Numbes:
. . . ©8- fum Date of {ssuance:
i 5’?‘4;? U5, ENVIRONMENTAL PROTECTION AGENCY
2 e Office of Pesticide Progremns
el
x B L L
= F4 Antimicrobials Division (75100 9402-10
§ M E’J 1200 Pennsylvamas Avenuz, NW Augus‘ II! 2003
i Washington, D.C. 20460000t
"-1.," :}J ington, 03
t ppont
Terms of lasuancs:

NOTICE OF PESTICIDE:

Conditional
X Registration
_— Reregistra[ion / : Name of Pesticids Product:
(Under FIFRA, as aended) Kleenex® Brand Anti-Viral Tissue #2

Wame and Address of Registrant (include ZIP Code):

Kimberly -Clark Corporation
2100 Winchester Road
Neenah, WI 54957

p

Note; Changes in labeting differing in substance from that accepted'in co;:n;cgiop with this registration m_'ust be submitted to égd accepled by the Registration
Division prior to use of the label in commerce. In any coimespondence on-this product always refer to the above EPA registration number.

On the basis of information fumished by the registrant, the above-named pesticide is hereby registeredfrerepistered under the Federa! Insecticide, Fungicide and
Rodenticide Acl.

Registration is in no way o be constnued as an end ! or reco dation of Lhis product by the Agency. !n order to proiect health and the envirohment, the
Administrator, en his motion, may at any time suspend or cancet the registration of a pesticide in accordance with the Act. The acceptance of any name in connection
with the registration of a product under this Act is not ta be constreed as giving the registrant a right to exclusive use of the narne or 1o ils use if it has been covered by
others.

This product is conditionally registered in accordance with FIFRA section 3(c)}(7)}A)
provided that you:

1. Submit and/or cite all data'required for registration of your product under FIFRA sec.
3{c)(5) when the Agency requires all registrants of similar products to submit such data; and submit
acceptable responses required for registration of your product under FIFRA section 4.

2. Make the following label changes:

a. Revise the EPA Registration Number to read, *“ EPA Reg. No. 9402-10.”

e

B Date:
Product Manager 34
A t21,2003
Regulatory Management Branch 1] Heus
Antimicrobials Division (7510C) '

EPA Form 8570-6




2

b. The word "NEW" may only be used for six months after the product has been
released for shipment and sale.

c. The chiid signal- word “Caution” and statement “Keep Out of Reach of Children”
have been waived based on 40 CFR § 156.66(b)2).

Submit three (3) copies of the revised final printed label bearing the revisions prior to
releasing this preduct for sale. '

If these conditions are not complied with, the
- registration will be subject to cancellation in accordance with FIFRA section 6(e). Your release

for shipment of the product bearing the amended labeling constitutes acceptance of these
conditions. '

A stamped copy of the label is enclosed for your records.

Sincerel

dam Heyward

Product Manager (34)

Regulatory Management Branch 11
Antimicrobials Division (7510C) -
Enclosure:



Facial Tissue Product with Overwrap - Back Panel 4

Y = n

e soft tissue now Rills [flu viruses
A leading cause of the spread of cold and flu viruses is by hand contact. Now KLEENEX® Brand gives you a soft,

ant-viralT Gssue with a special moisture-activated middie layer scientfically proven to kill 99.9% of cold and flu

viruses in the tissue within 15 minutes. This product has not been tested against bacteria, fung: or other viruses.
Especially designed for the whole family. Try new KLEENEX® Brand Ant-Viral™ Tissue #2 today.

Cirections [or Use: it is 3 violation of Federat faw o use this product in a manner inconsistant with its fabefing. Use only as a facial tissue to hetp prevent she spread of cold
ang ftu virusest . . '

TVirucidal Against: Rhinoviruses Type 1A and 2 (Rivinovituses are the Teading £2use of the cammon cold); Influgnza A and Influtnza B {eauses of the Mul; Respiratory
Syneyiiat Yirus (RSV-the feading cause of lower respiratary infection in chitdeer).

Storage and Disposal: Siore in a dry area. Dispose of used tissues promptly. Do not reuse emply containgr, N
1-800-553 363 9 oR : ACTIVE INGREDHENTS:
- - - ngisterot Tragemark and itric At

waekdays B a.m. to 4 pm. CT ™ Trademark of Kimbarly-Clark Wardwide, Inc. C””F A . 753%
Distributed by Kimborly-Ctark Global Sales, inc., & 1585, 2003 KCWW Sodtium Lauryl Sullate ., 2.02%
Dapt, XX-Xx, PO Box 2020, Moonah, Wi 54557-2020 Made undor tha following US patanis: £
Prirtad in USA, 6,221,214, 5,227,242, 4 528,812, 4,738,847, INERT INGREDIENTS ... 90.45%
Made In tho USA from domaslc and Importod matarial.

"" This box 1s mado from EPA Rog. Ma.: XXXX-XXX

wwiv.kleenex.com 'ﬁ@ 100% rocyched paper. EPA Est, No. XXXXX-XX-XX

07.30.03



ACTIVE INGREDIENTS:

Citrie: Actd ... ... T.503%
Sadium Lauryl Sulfate .....2.02% 2
INERT INGREDIENTS ... 90-45%

e ey

Facial Tissue
Product with
Qverwrap

B

Principal
Display
Pancl

A=z

ACCEPTED
with COMMENTS
r— EPA lletter Dated:

. AUGH2T 2003
Uniler the Fadbral Insecticide,
Furigicide, and Rodenticide Actas
amended, for fhe pesticide,
registered under EPA Reg. No.

q¥02~/0

Bottom
Pancl




Facial Tissue Product with Overwrap ~ Overall View | 1

NOT TO SCALE

Principal Display Panel

. e Bottom Panel

Secondary Band
Back Panel

Pedestal

Back Panel

Principal Display Panel -

L | \
Bottom Panel .

Placement on Shelf

~



Loarmmamt ek s
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ACTIVE INGREDIENTS:

Citric Acid oo 153%
Sedium Lauryl Sullate .__.2.02%
IMERT INGREDIENTS ... 90.45%
Tatal ... 10000%

- BRAND""
TISSUE "#2

) TISSUE  #2

2

Facial Tissue
Product with
Overwrap

Principal
Display
Panel

Bottom
Panel




Facial Tissue Product with Overwrap Removed 3

NOT TO SCALE

The platic dispensing port,
which remains visble
throughout the product usc
lifa, will be printed with text in
a repeating pattern "Kleanex
Brand Anti-Viral Tlssue #2"

Secondary Band

Pedestal




Facial Tissue Product with Overwrap — Back Panel 4

The soft tissue now kills cold and ﬂu viruses'
A Ieadmg cause of the spread of cold and flu viruses is by hand contact. Now KLEENEX® Brand gives you a soft,
anti-viral! dssue with a special moisture-activated middle layer scientifically proven to kill 99.9% of cold and flu

virusesT in the tissue within 15 minutes. This product has not been tested against bacteria, fungi or other viruses.
Especially designed for the whole famlly Try new KLEILNE‘(® Brand Ant-Viral™ Tissue #2 today.

Directions for Use: It is a viclation of Federal law to use this product In 3 manner inconsistent with its fabeling. Use only a5 a facial tissue to help prevent the spread of cold
and flu virusest. )
TVirucidal Against: Rhingviruses Type 1Aand 2 {Rh]nowruses are the Ieadmf; tause of the cammon cole}: Influenza A and Influenza B {causes of the flu): Respiratory
Syncytial Yirus [RSY-the teaciing cause of lawer respiratory infection in children
Storage and Disposal: Store i1 a cry area. Dispose of used tissues promptly. Do nat reuse empty container,
ACTIVE INGREDIENTS:

- - - & Raglsiersd Tradomark and L .
1-800-553-3639 weordsys8am todpm. CT ™ Tradomark of Kimbpry-Glark Worldwide, Inc. Citrie Acid .. 1.53%

Distritwied by Kimbady-Clark Global Salas, Inc., £ 19856, 2003 KOWW Sadium Lauryl Suifate ... 2.02%
Dapl. XX-#X, PO Box 2020, Nagnah, W 54357-2020 Mardo undar the following U3 patonts: - -
Printed in USA. : £.221,211; 5,227,242: 4,828,912; 4,738,847, INERT INGREDIENTS ...._90.45%

Made in lhe USA from dompstic and Importad materal. [
This box |s made fram EPA Rog. Mo, XXXX-XXX

wwiw. kieenex.com ".’ 100% racycled papar. EPA Esl, NO.; KXXXX-EX-XX

07.30.03



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 20460

x
5 ‘s, OFFICE OF
PREVENTION, PESTICIDES
AND TOXIC SUBSTANCES -

g i)

= i

z v g - .. R o
T A Antimicrobials Division
(i o

August 14, 2003

- SUBJECT: PRODUCT CHEMISTRY REVIEW OF:_ Kleenex Brand Anti-Viral Tissue #2

Reg. No. Or File Symbol: 9402-RN

DP Barcode: D291513
End-use Product [X]

Manufacturing-use [] OR

T Adam Heyward PM 34 / Drusilla Copeland, Team Reviewer

Regulatory Management Branch II
Antimicrobials Division (7510C)

FROM: Robert A. Turpin, Chemist
Product Science Branch, CT Team

Antimicrobials Diviston (7510C)

THRU: Karen P. Hicks, CT Team Leader
Product Science Branch
Antimicrobials Division (7510C)

THRU: Michele E. Wingfield, Chief
Product Science Branch

Antimicrobials Division (7510C)

Product Formulation

Active Ingredient(s) % by wt.
CHAC @t 1ot 7.51
2.02

Sodium lauryl sulfate ...,

BACKGROUND: The applicant has submitted a revised Confidential Statement of Formula and a
description of the formulation and manufacturing process of its product.

Page ! of 2



FINDINGS:
}. The Confidential Statement of Formula of the subject product dated June 24, 2003, is acceptable to
the Agency. The extended certified limits of the active ingredient, citric acid, are acceptable in view of

the process of formulation. The inert ingredients have been approved for use in pesticide products.

2. The descriptions of formulation and virucidal coating solution manufacturing are acceptable,

RECCMMENDATIONS: None.

Page 2 of 2 @




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 20460

“\1&0 ETap
S ) QEFICE OF
z o PREVENTION, PESTICIDES
2w AND TOXIC SUBSTANCES
%Mdg - Antimicrabials Division
d’)‘

T pacﬂ"-c}\
July 31, 2003

SUBJEC’I‘:: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Viral Tissue #2

DP Barcode: D292395 Reg. No. Or File Symbol: 9402-RN
Manufacturing-use [] OR End-use Product [X]
0: Adam Heyward PM 34 / Drusilla Copeland, Team Reviewer

Regulatory Management Branch I1
Antimicrobials Division (7510C)

FROM: Robert A. Turpin, Chemist &, 7.
Product Science Branch, CT Team
Antimicrobials Division (7510C)

THRU: Karen P. Hicks, CT Team Leader ;|
Product Science Branch
Antimicrobials Division (7510C) e /l

THRU: Michele E. Wingfield, Chief
Product Science Branch
Antimicrobials Division (7510C)

Product Formulation

Active Ingredient(s) ' % by wt.
Citric acid .....oocoovii e 15
Sodium lauryl sulfate ... 2:02

BACKGROUND: The applicant has, in response to a request from the Agency, submitted a study
(MRID #460219-01) reporting the data requirements of 830.1650.

g/!

Page 1 of 2



FINDINGS:
The description of the formulation process and application of the anti-viral coating to the tissue

substrate of the subject product is acceptable to the Agency.

RECOMMENDATIONS: None.

Page 2 of 2




UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 20460

€. OFFICE OF PREVENTION, PESTICIDES

AND TOXIC SUBSTANCES

= G
Z;M s Antimicrobials Division
i +

July 25, 2003

MEMORANDUM:

Subject:

From:

To:

Thru:

Thru:

Applicant:

Efficacy Review EPA Reg.No. 9402-RN Kleenex Brand Anti-Viral Tissue #2
DP Barcode 289868 and DP Barcode 289966
Case No.072433

Nancy Whyte, Microbiologist NQ’L//
Efficacy Evaluation Team '
Product Science Branch

Antimicrobials Division (7510C)

Adam Heyward/Drusilla Cepeland
Regulatory Management Branch []
Antimicrobials Division (7510C)

;;‘ * . = e 64.2
Emily Mitchell, M.S., Team Leader fp&% /)ﬂ/‘-/b/{/(/(' yf/
Efficacy Evaluation Team

Product Science Branch
Antimicrobials Division (7510C)

Michele E. Wingfield, Chief
Product Science Branch
Antimicrobials Division (7510C)

Kimberly-Ciark Global Sales, Inc.
P. O. Box 2020
Neenah, WI 54957-2020

Formulation Label:

Active Ingredient(s) Yolwt

Citric Acid...... . 7.51%

Sodium lauryl sulfate...................... SURTUTRTRPROION 2.02%

Ctheringredients.... . ... ... 90.47%

Total . 100.00%
I. Background:

The registrant has submitted an application for @ new product registration for a
3-ply tissue which makes claims that the tissue has antiviral properties against Rhinovirus

Page | of 2



Types 1A and 2 and Influenza A Virus and B Virus and Respiratory Syncytial Virus. The tissue
makes no claims for antimicrobial action against bacteria or fungi. Two separate versions of
the label were submitied—-one with the package and a revised label with a disclaimer submitted
after a meeting with representatives of the Agency. An additional updated label has been
submitted since the revision was reviewed but was not available to this reviewer. This review
encompasses two submissions, DP289868 and BP283966, which address issues raised in

a pre-registration meeting with the Agency and Kimberly-Clark representatives.

The first package, D288868, contains a cover letter and a revised label, The second
package, D289966, contains three articles which suppont the registrant's rationale for 1abel
claims of the product’s effectiveness against four viruses known to be implicated in upper
respiratory infections. The studies submitted were not conducted using Good Laboratory
Practices. The first, MRID No. 459193-01, is a reprint of an article appearing in the Journal of
Infectious Diseases, Vol. 153, No. 2, February 1986, which reports the results of a study of the
interruption of the transmission of rhinovirus colds among human volunteers using virucidal
paper handkerchiefs, The second document, MRID N0.4591983-02, is an article reprint from the
same journal (Vol. 152, August 1985) which reporis on the effect of placebo and virucidal paper
handkerchiefs on viral contamination of the hand and transmission of experimental rhinovirai
infection. The third document, MRID No. 459193-C3, is a private communication which reports
the results of virucidal screening studies that were conducted using Iotion coating and silicone
coating in the outer plies of the tissue to demonstrate complete inactivation of the organisms
tested. Five viruses were used in this study-Rhinovirus 1A, Rhinovirus 2, Influenza Virus A and
Influenza Virus B, and Respiratory Syncytial Virus . Also included in this document ig a table
which reports results of several studies conducted in June 2000, January and Aprit 2001, and
January 2002. The table lists the results of complete inactivation of the residual viruses by the
tissues at various exposure periods when tissues containing either lotion or silicone are used as
coalings in the presence of various concentrations of sedium laury! suliate and citric acid. This
study was conducted by Kimberly-Clark and was reported in April 2003.

II. Use Directions:

There are no specific use directions printed on the box except that “this product is not
to be used in 2 manner inconsistent wnh its labeling. Use only. as a facial tissue to help prevem
the spread of colds and filu viruses.

il Labeling:

1. There are several statements on the overwrap label attached to the box. The largest
font type is used {0 describe the product (The soft tissue now Kills cold and fiu
viruses*). The next smaller font is used for an expanded claim for the value of the use
of the product. A revised label has elevated the requested Agency claim disclaimer.
which states that the product had not been tested against bacteria, fungi, and other
viruses to the product description where it is more likely to be seen by consumers.

. Recommendations and Comments:
1. This product has limited use, and ne other organisms other those presently approved

may be added to the label claims for effectiveness of the product to control the
transmission of cold and flu viruses without Agency review and approval.

Page 2 of 2



460219-00

L E W l S 122 C Sirest, N.W., Suite 740
] é ;! Washington, D.C. 20001
H A R RI S O N telephone 202.393.3903
tax 202.393.3906

Consultanis in Government Aftaire

June 19, 2003

Adam Heyward Product Manager (34)
Regulatory Management Branch I
Antimicrobial Division (7510C)
Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway, CM#2
Arlington, VA 22202

re:  Product: Kleenex® Brand Anti-Viral Tissue #2
EPA File Symbol No. 9402-]?,5/
Applicant: Kimberly-Clark Corporation
Registration Application for New Product
Additional Information on the Formulation Process

Dear Adam:

On behalf of Kimberly-Clark Corporation, I am submitting three (3) copies of the following study.
This information was requested by the review chemist, Robert Turpin:

. Volume 1 of 1 _
Kleenex® Brand Anti-Viral Tissue #2: Process for Coating Add On; Formulation
Process for Virucidal Coating Solution '

MRID# 46021907

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext: 14.

+a x

Sincerely, . .

L]
e L] L]
¥ a2 L}
# L ] L Y
'
3 .

Eliot I. Harrison T

' Agent for Kimberly-Clark , @" :




I S E; 122 C Street, N.W., Suite 740
L EW l Washington, D.C. 20001
H A R RI S O N . telephone 202.393.3903 :
fax 202.393.3806

Consultants in Government Afalrs
June 19, 2003
BY HAND

Jack E. Housenger
Associate Director, Antimicrobials Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
- Crystal Mall Building 2
1921 Jefferson Davis Highway
Arlington, VA 22202

Re: Kleenex® Brand Anti-Viral Tissue #2, EPA File Symbol No. 9402-RE

Dear Jack:

We appreciate the fime that you and your colleagues took to meet with Kimberly-
Clark Corporation representatives on June 11, 2003 regarding Kimberly-Clark’s pending
application to register an antiviral facial tissue. This letter responds to the key questions and
comments raised by EPA at our meeting and supplements our prior discussion of these issues
in our February 26, 2003 and Apnl 25, 2003 letters.

Virus Survival. In the course of our discussion of the 15-minute period required to
achieve complete inactivation of residual viruses, you asked how long the targeted viruses
survive on unireated tissues. The survival times of viruses have been well documented in the
literature and can be summarized as follows for porous materials such as facial tissue. Copies
of the citéd references are being sent directly to Adam Heyward, the Product Manager for the
Kleenex Brand Anti-Viral Tissue.

¢ Influenza: In the case of Influenza A, viral survival duning storage was similar for
cotton sheeting, serge, and dust. There was little loss of viability in 3 days; even
after one week the loss of infectivity was slightly less than 2 logs (90%). It took
two weeks for inactivation to reach 99%.

+ Rhinovirus: Rhinovirus has been recovered after 3 hours from nonporous surfaces
such as Formica and stainless steel. The virus survives well on some hard synthetic
surfaces, such as nylon and Dacron, but were not isolated at times greater than 3 hours
from porous fabrics such as facial tissue and cotton cloth.

¢ Respiratory Syncytial Virus: RSV survives from 30 minutes to 1 hour on paper and
skin; however, it will survive up to 7 hours on counter tops, which would suggest that
RSV may survive long enough on contaminated environmental surfaces to atlow
transfer of infective virus from surfaces to hands and from hands to susceptible
mucosal sites of entry.




Jack E. Housenger

June 19, 2003
Page 2

Table 1. Reported Survival Times of Viruses on Fomites

} Virne | Virat cource | Fomite Survival Time Conditians
Influenza A strain Infected mouse lung | Cotton sheeting, 2 3 days Ambient
PR8 suspension serge, dust temperature and
10% viable after 7 relative humidity,
days dark
1% viable after 2
weeks
(lass slides
10% wiable after 3 Ambient
days temperature and
relative humidity,
0.01% viable after 5 | dark
weeks
Rhinovirus ™ Nasal mucus Plastic <24 hr 23°C, ambient
relative humidity
23°C, ambient
Cell culture virusin { Plastic <24 hr relative humidity
Hanks balanced salt
solution (BSS)
23°C, ambient
Cell culture vinus in relative humidity
Hanks 8SS or Formica, stainless >3 hr
0.85% Na(l steel, varnished
wood, hard
synthetic fabrics,
wool, silk
23°C, ambient
Cotton, rayon, relative humidity
paper, towel, facial
: tissue >1 but <3 hr
Respiratory Infected cell culture | Counter tops 7 hr Composition of
syncytial or nasal secretions : surface more
virus @ Gloves 2-5hr iraportant than
variations in -
Cloth 2hr temperature, relative
humidity, or drying
Paper and skin 30-60 min time

1 Gerba, Charles P. and Goyal, Sagar M., Methods in Environmental Virology, Marcel Dekker, Inc., 1982, pages
184-185, 190-192, 202-203.

@ Edwards, D.G., Resistance of influenza virus to drymg and its demonstration on dust, Lancet 24 1:664-606.

» Hendley, J.0., Wenzel, R.P., and Gwaliney, J.N. Ir., Transtnission of thinovirus colds by self-inoculation, New
England Journal of Medicine, 1973, 288:1361-1364.

“) Hall, C.B., Douglas, R.G. Jr., and Geirman, J.M., Possible transnission by fomites of respiratory syncytial virus,
Joumal of Infectious Disease, 1980, 141:98-102, '




Jack E. Housenger
June 19, 2003
Page 3

Thus, even if no viruses were killed for a full 15 minutes, viral survival on the tissues
reduction in the opportunities for the viruses to be transmtted to others. In fact, of course, the
effect of the treated tissues is even more significant because, as shown by the data submitted
with our April 25 letter and discussed at our meeting, the great majority of the viruses are
kalled within the first couple of minutes. As discussed, given the enormous health, economic,
and social costs of colds and flus, even a modest percentage reduction in their transmission
would be of significant benefit. (We refer you to our Apnl 25 letter for a more detailed
discussion of the product’s benefits notwithstanding the 15-minute time for inactivation of
restdual viruses.)

Label Language. EPA also asked Kimberly-Clark to consider additional label
language to further EPA’s objective of better educating consumers regarding the spread of
. colds and flu viruses and the tissue’s role in helping to Limit the transmission of such viruses.
In response to that request, Kimberly-Clark has revised its label; the new proposed label is
enclosed. In addition to explaining the role of the tissue in helping to limit the spread of cold
and flu viruses by hand contact, the label specifically notes that the product has not been tested
against bacteria and fung. We believe the new label addresses EPA’s concerns and makes it
clear what can — and can not — be expected from the product.

Disinfectant Standard. At our meeting, we also continued the discussion between
Kimberly-Clark and EPA with respect to whether the antiviral tissue, in the absence of
bactenicidal data, should be registered. While Kimberly-Clark recognizes the Agency's
concern about registering products that have not been tested against representative
bacteria, we believe that there are special circumstances that should lead the Agency to
waive such data. Regarding the antiviral tissue, we believe that bacterial data are not
pertinent and would not provide any useful information. Moreover, establishing a “hard
rule” that would preclude the registration of targeted or niche products, such as the

antiviral tissue, will prevent the introduction of products that clearly have important
public health benefits.

Elaborating on the discussion in our Apnl 25 letter, the following points should
also be noted.

» There is currently no legal or regulatory requirement that virucides show
sufficient bactericidal efficacy to meet disinfectant standards.

e EPA’s 1999 proposed antimicrobial regulations and its draft antimicrobial data
requirements would impose disinfectant efficacy standards on a vanety of
products, but neither set of regulations has been promulgated as final. Even if
the regulations were final, however, they provide sufficient flexibility that
EPA. could register the Kimberly-Clark tissue without requiring antibacterial
efficacy data. For example, the proposed antimicrobial regulations contain a
“virucide only” category for products used on hard surfaces, thereby
recognizing that it is possible, with appropriate linitations on product claims,
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for a registered virucide not to be a broad spectrum disinfectant. See proposed
46 CFR. 156.440(0)(Z), 64 Fed. Reg. 50672, 50723 (Sepi. 17, 1555). The
draft data requirements specify studies for products with combined
disinfectant and virucidal claims, but not for products like the tissue that make
only virucidal claims, leaving the Agency with the latitude to tailor efficacy
requirements to the specific, limited claims being made. And, of course, even
if there were a binding general requirement for all virucides to demonstrate
antibacterial efficacy, EPA’s regulations recognize the necessarily case-by-
case nature of data requirements and the Agency’s discretion to waive
inappropriate data requlrements See 40 C.F.R. §§ 158.25(b), 158.35, and
158.45.

» As we have discussed, Kimberly-Clark’s previous antiviral tissue, registered
under the same regulations in effect today, was approved without antibacterial
efficacy data. Indeed, we can find no record that EPA suggesied that such
data were appropriate.

e We understand that EPA’s proposal to require disinfectant-level efficacy data
on various products for which disinfectant claims were not explicitly made
was an effort to prevent consumers from being misled by broad, generalized
antimicrobial claims. EPA has, in effect, proposed to require that claims likely
to be understood as antibacterial be supported by antibacterial efficacy data.
However, that concemn is inappropriate in this case. Kimberly-Clark is not
making a generalized antimicrobial claim. The product claims are limited to
preventing the transmission of cold and flu viruses and — especially with the
additional label language discussed above — can not reasonably be un(.*w:rstocxi1
as antibacterial clairns for which disinfectant level efficacy should be
established.

Other Issues. As discussed at our meeting and in our prior correspondence, we do
not believe that there are other issues requiring resotution in order for EPA to register the
antiviral tissue. Specifically, we have addressed the Agency’s questions with respect to the
organic soil loadings in the efficacy testing of the tissue; based on our discussion at the
meeting, we believe the coding of the remaining inerts is being addressed; and we do not
believe that there are toxicity issues with respect to the product.

' Tt is not possible, of course, to guard against every conceivable misunderstanding, no matter how
unreasconable. However, pesticide labeling is the cornerstone of FIFRA’s regulation of pesticides.
FIFRA thus assumes that label language — including qualifications, and limitations — is meaningful and
can be tailored to the particular characteristics of a product. EPA should not overturn that fimdamental
premise by, in essence, taking the position that limitations and explanations of a product’s claims, no
matter how clear, are meaningless and must therefore be read as encompassing broader claims that, in
turn, trigger broader data requirements.
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Timing. Finally, as we described, the lead time to obtain state registrations; have the
necessary production cquipment manufactured, tested, and installed; and manufacturs
sufficient product to introduce the antiviral tissue by August 2004 is extensive. Kimberly-
Clark’s management does not believe that it can responsibly make the significant capital
mvestment necessary to launch the product until it has the assurance (in the form of EPA and
state registrations) that 1t will be able to market the product on a national basis. Accordingly,
we respectfully request that EPA make a decision on Knnberly—Clark s registration
application by July 15, 2003.

Thank you for your time and considerzation.
Sincerely,

Eliot I. 1500, Agent for
Kimberly-Clark

cc: Connie Welch, Branch Chief, Regulatory Mgmt. Br. No. 2
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April 25, 2003

Adam Heyward Product Manager (34)
Regulatory Management Branch Il

Antimicrobial Division (7510C) | - I
Office of Pesticide Programs o T
Environmental Protection Agency LR s
1921 Jefferson Davis Highway, CM#2 . RO

Arlington, VA 22202

re:  Product: Kieenex® Brand Anti:Viral Tissue #2 I
EPA File Symbol No. 9402- '
Applicant: Kimberly-Clark Corporation
Registration Application for New Product
Data Transmittal Letter for Efficacy Studies being Submitted as a Follow-Up
to April 9, 2003 Meeting

Dear Adam:

As a follow-up to the April 9, 2003 meeting between representatives from Kimberly-Clark and

Agency staff, I am submitting, on behalf of Kimberly-Clark, three (3) copies of the following
studies:

. Volume 1 of 3

Interrruption of Transmission of Rhinovirus Colds Among Human Volunteers Using
Virucidal Paper Handkerchiefs

MRID# 4301920]

. Volume 2 of 3

The Effect of Placebo and Virucidal Paper Handkerchiefs on Viral Contamination of
the Hand and Transmission of Experimental Rhinovirus Infection

MRID# 3010300



. Volume 3 of 3 :
Summary of Time-Kill Studies Conducted with Anti-Viral Tissue
MRID#

456310303

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14.

Sincerely,

Eliotigg

Agent for Kimberly-Clark
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{FRONT PANEL?

{Primary Brand Name:} Kleenex® Brand Anti-Viral* Tissue #2

Net Contents: [1 through 150] 3-Ply [White] [Pnnted] Tissues 8.6x 8.4in/
218 x21.3cm _

ACTIVE INGREDIENTS:

Citric Acid............ooooieenn v 1.51%
Sodium Lauryl Suifate........... -..2.02%
INERT INGREDIENTS:

Kleenex® Brand {Tissue]

Open Here

[Date code]
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{FRONT OR BACK PANEL MARKETING CLAIMS?)

[New] {"New" wilf only appear on the labef for the first 6 manths of distribution}
[New} [Try-Me] [NOW] [Anti-Viral™ Tissue!] INOW with] [Anti-Viral" Formulat] {Virus®-Neutralizing Formula)

[Neutralizes Cold & Flu Viruses®] [Cold & Flu Germs*] [Viruses®!] [Cold & Flu Virus] [Virus® Neutrafizing Layer!) [Kills]
[Neutralizes] [99.9% of} [Cold & Flu Germs*] [Cold & Flu

Viruses™] [Viruses'] [See back panel for detaifs] [Still just as] [soft ]

[Stop Spreading Cold & Flu Germs®| [Anti-Viral* ingredients]

[Frepare for [Cold & Flu Viruses™] [Viruses®] [Cold & Flu Germs*)]

[Help Stop the Cold & Flu [Virus*] Cycle]

[Help stap the Cycle of Cold & Flu [Viruses®]]

[Help Stop the Spread of (Cold & Flu Germs**] [Cold & Flu Viruses'] [Viruées']]
{Introducing a revolution in facial tissues!]

[Keep [Cald & Flu] [Viruses*] [Germs’] to Yourself)

[Its Cold & Flu Season — Be Prepared!]

[Now You Can Prepare for Cold & Flu Season}

- [R;eady for Cold & Flu Season?]

[Help Break the Cycle of] [Cold & Flu Germs'] [Viruses®] [Cold & Fiu Viruses®]
[Help Keep [Cold & Fiu Viruses™] [Viruses*] [Cold & Fiu Germs*) From Spreading)
[KLEENEX® tissue — a barrier of protection against everyday] [cold & flu germs®] [cold & flu viruses®] [viruses®]]

[Block] [Cold [& Flu] Germs®] [Cald [& Fiu] Vir_uses'] [Viruses"]

[New] [KLEENEX@[UItra Scft] ANTI-VIRAL® Tissues have [GermBlocker®] {Anti-Viral® Blue Layer] [Cold [&FIu] Virus® Lock]
[Cold & FlujfGerm Barrier'} [Germ Defense’] [Germ Shield®] a new middle layer [formula] that's [scientifically] {clinically] proven
to [neutralize] [kill] [99.9% of] [viruses*] [germs®] [cold & fiu viruses®] [cold & flu germs®] that cause colds and flu. Be prepared
with [soft], [three-layered] KLEENEX® ANTI-VIRAL® Tissues |

[Now KLEENEX® [Uitra Soff] Tissue gives you [2] [an] [super soft] [soft], anti-viral® tissue with a special [moisture activated)
middle layer [formula] [scientifically] [clinically] proven to [neutralize] [kill] [99.9% of] [coid & flu viruses®] [viruses’] {cold & flu
germs®.]] [Help Stop the cycle of [cold & flu viruses®] [viruses®] [cold & flu germs™] in your family.} Try new KLEENEX® [Ultra Soft]
ANTI-VIRAL" Tissues today.] -

[We're always looking for ways to help keep your family happy. That's why [soft], (new] KLEENEX® [Ultra Soft] ANTI-VIRAL®
Tissues have a special middle layer [formula] that's [scientifically] [clinically] proven to [neutrafize] [kill] [$9.9% of] [cold & flu
germs®] [viruses®] [cold & flu viruses™]. [Buy them for your family this season.]]

[[Scientifically] [Clinically] proven, [New] Kleenex® [Uitra Soft] Anti- Vlral" Tissues [neutralize] [kiil) [99.9% of] [coid & fiu
viruses®] [viruses®] [cold & flu germs®] ] [Use [new] [super soft) Kleenex® [Ultra Soft] Anti-Viral* tics 23 t3 help stop the cycle of
[cold & fiu germs™] [cold & flu viruses®] [viruses®] in your home.]

[Only KLEENEX® [Ultra Soft] Tissue gives you a tissue with [three] [super soft] [soft} layers, includirg a middle layer [formula]
Iscientifically] [clinically] [proven] [to] [that] [neutralize] (kill] [99.9% of] [viruses’] [cold & flu viruses®] [reld & flu germs®)]

[New) [KLEENEX® [Ultra Soft] Anti-Viral* Tissues have a unique {maoisture activated] middle layer [formula] [smenu'rcally]
{clinicafly} proven to [neutralize] [kills] [common] [viruses*] [germs®] that cause colds & flu )

Page 2 of 4
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[New] [KLEENE)_(O [Ultra Soft] Anti-Viral* Tissues have three [soft] fayers and a special moisture-activated formula [middle
layer] that [is] [clinically] [scientifically] [proven to] helps stop the spread of [cold & flu viruses®] [viruses®] [cold & flu germs®j.]

[New) [KLEENEX® [Ultra Soft) Anti-Viral® Tissues help stop the spread of [cold & flu germs*] [cold & flu viruses®] {viruses®).
These new tissues have a unique [moisture activated] special middle layer [formulg] that [is] [clinically] {scientifically] [proven
to] [neutralizes) [kills] [99.9% of] [common} [viruses®) [germs®] that cause colds and flu.]

[New] [KLEENEX° [Ultrz Soft] Anti-Viral® Tissues have a moisture-activated middle layer [formula] that [stops} [neutralizes)
[kills} most [common] [cold & flu viruses®] [viruses®] [cold & flu germs™].]

[Feor noses [that just want] extra comfort, now [our] [the] [softest] tissues, Kleenex® [Ultra Soft] Brand Tissues, have Anti-Viral*
protection ] [Scientifically] [clinically] proven to [neutralize] [kill] [99.9% of] [cold & flu germs®] [cold & flu viruses®] [viruses] )

[Cur] [the] [softest] [three-layered] Kleenex® [Ultra Softj Brand Tissues now have Anti-Virai* protection! With a [special}

[unique] [moisture activated) middle layer [formula) that is [scientifically] [clinically] proven to [neutralize] (kill) [99.9% of] [coid &
flu germs*] [cold & fiu viruses®] fviruses").]

[Now [our] jthe] [softest] [three layered] Kleenex® [Ulira Soft] Brand Tissues gives you an Anti-Viral* middle layer [formula]
[scientifically] {clinically] proven to [neutralize] [kill} [99.9% of] [viruses®] fcold & flu viruses®] [cold & flu germs®]. Help stop the
cycle of [cold & flu viruses®) [viruses®] [cold & flu germs*] in your family. Try [new] KLEENEX® [Ultra Soft) ANTI-VIRAL"® Tissues
today.] .

fit seems that once one person in the family gets a cold it's only a matter of time before everyone eise gets it.] [Introducing new
KLEENEX® Anti-Viral [revolutionary] tissues [ with a treated middle layer] that kills 89.9% of cold and flu germs [in the tissue). |

[Especialiy designed for the whole family) [Great for use in hospitals, schools, churches, day care facilities, physicians’ offices’.|
[Look for the blue dot pattern.}
[KLEENEX® Anti-Vira! tissues with the blue dots.]
[Thank Goodness for Kieenex® tissue.]
{Alternate Brand Names:} Kieenex® [Ultra Softf Brand fwith] [Advanced Care| [Anti-Germ®] [Anti-Viral*] [GermBlock®] Tissue
{When final graphics are selected, the name of th.e graphic will appear above the UPC symbol. The name, while short,

typically describes some element of the graphic so that consumers have a specific reference when contacting Kimberly-Clark
via the Consumer Services Department.}
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{BACK PANEL?

Directions for Use: It is a violation of Federal law to use this productin a
manner inconsistent with its labeling. Use to help prevent the spread of
[viruses™] [cold & flu viruses*] [cold & flu germs*]. [Complete] [Total]
[99.9%][peutralization] [ kill] [inactivation] of [target] viruses™* within 15
minutes [after contact]. '

*Virucidal Against: Rhinoviruses Type 1A and 2 [Rhinoviruses are the leading
cause of the common cold], Influenza A and influenza B [cause of the fiu],
Respiratory Syncytial Virus [RSV - the leading cause of lower respiratory
infection in children].

Storage and Disposal: Store in a dry area. Dispose of used tissues in a
normal fashion. Do not reuse empty container.

1-800-553-3639 weekdays 8 am. to 4 p.m. CT
Kimberly-Clark Corporation, Dept. [XXX]-108
PO Box 2020, Neenah, W 54957-2020

Printed in USA
Made in USA {graphic}

www kleenex.com

® Registered Trademark of Kimberly-Clark Corporation
© 1986, 2002 KCC
Made under the following US patents:

{Graphic} This box is made from 100% recycled paper
{UPC Symbci}

EPA Registration No.
EPA Est. No.

Page 4 of 4



Facial Tissue Product with Overwrap — Back Panel -
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Stop the Cycle of Cold & Flu
Now KLEENEX® Brand gives you 2 soft, anti-viralt tissue with a special moisture-activated middle

layer scientifically proven to kill 99.9% of cold and flu viruses®, Help stop the cycle of cold and
flu viruses in your family. Try new KLEENEX® Anti-Viral™ Tissues today.

AR L il T gt 2L e W LR

Directlons for Use: It is a violation of Federal law to use this product In a manner inconsistent with its labeling. Use only as a facial tissue to help prevent the spread of cold and
{lu virusest. 93.9% neutratization of celd and M virusest in the tissue within 15 minutes.
Virucidal Against: Rhinoviruses Type 1A and 2 (Rhinoviruses are the leading cause of the common cold); Influenza A and Influenza B {causes of the flu); Respiratory Syncytial
Virug (RSY-the leading cause of lower resgiratory infection in children),
Storage and Disposal: Store in 2 dry area. Dispose of used tissues in a normal fashion. Do not reuse empty container,
ACTIVE INGREDIENTS:

- - - ® Reglsterad Tradomark and -
1 800 553 3639 weckdeys 8 a.m. to 4 p.m. CT ™ Trademark of Kimberly-Clark Worldwlda, Ing. Citric ACd ................. 1.33%

Cialrtbutod by Kimborly-Clark Glebal Salas, Inc., © 1586, 2001 KEWW Sodium Lauryl Sulfate .....2.02%,

Capt. xX-XX, PO Box 2020, Neensh, Wl 54357.2020 Made undar the following US patenta:
Frinted In USA. B,221.211: 5,227 242, 828,012, 4,738,847, *:_"ERIT 'NGRED'ENTS'-'--];?J-;;:

Mada In the USA from domaslic and imporiad materal e EPa R N
This box |5 mada i 8g. No.2 -
wiww.kleenex.com : B o 100K tocycoc poper.  €p Bt .. xRxXX KA 120 3-PLY TISSUES




L E W l S 122 C Street, NW., Suite 740
d;’ Washington, D.C. 20001
H A I 2 RI S O N telephone 202.393.3503
fax 202.393.3906
Consultants in Governmenl Affalrs

April 25, 2003

BY HAND DELIVERY AND FACISIMILE

Mr. Adam Heyward, Product Manager (34)

Regulatory Management Branch #2

U.S. Environmental Protection Agency

Antimicrobial Division (7510C), Office of Pesticide Programs
1921 Jefferson Davis Highway, Crystal Mall #2, Room 308B
Arlington, VA 22202

Re: Kleenex & Brand Anti-Viral Tissue #2
EPA File Symbol No. 9402-RE
Aprit 9, 2003 EPA Meeting with Kimberly-Clark Corporation

Dear Adam:

Thank you and your colleagues for taking the time to meet on April 9, 2003 with
representatives of Kimberty-Clark Corporation regarding the above-referenced registration
application. This letter summarizes the discussion at the meeting concerning EPA’s
November 25, 2002 comments on the application and Kimberly-Clark’s February 26, 2003
response, and encloses additional materials discussed at the meeting.

Product Efficacy and Benefits

The primary topic discussed was the efficacy and expected benefit of Kimberly-
Clark’s product, which, as you know, is a threc-ply facial tissue, the center ply of which is
treated with a virucidal coating containing citric acid and sodium lauryl sulfate as active
ingredients. The virucidal coating has been shown to be effective against {lu and cold viruses
using methodology previously approved by the Agency, and Kimberly-Clark believes that the
tissue will help.prevent the spread of flu and cold viruses. EPA has raised three primary 1ssucs
with respect to the product’s effectiveness and benefits.

1. 15-Minute Inactivation Time. Our understanding is that EPA agrees that a tissue
that inactivates cold and flu viruses would benefit public health. However, EPA questions
whether the benefit of the Kimberly-Clark tissue would be meamngful in light of the 15-
minute time period necessary to achieve the required 99.9% reduction of virus with complete
inactivation of residual virus. EPA asserts that most tissues are discardéd only a minute or two
afler use and that the product should achieve 99.9% inactivation in that time period. While we
agree that, 1n an 1deal world, such an outcome would be preferable, we belicve that the
efficacy level established by the studies supporting Kimberly-Clark’s application are of
stgnificant potential benefit for the following reasons.
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First, most of the viral reduction does, in fact, occur in the first couple of
minutes. The full 15-minute period 1s necessary only to achieve the
inactivation of residual viruses as required to satisfy the 99.9% reduction
standard. As we discussed, trials conducted by Kimberly-Clark prior to the
GLP efficacy studies submitted wth the application demonstrated sigruficant -
inactivation during the first two minutes. Copies of those studics are enclosed
along with a summary of the data. Thus, we believe that cold and flu viruses
are reduced to levels below infectious doscs very quickly, providing
significant benefits even if tissues are discarded after only a couple of minutes.

Second, we know of no data supporting EPA’s assertion that most tissues are
discarded a minute or two after use. While such a practice ts certainly
preferable, there are many situations in which a person using a tissue does not
have ready access to a waste can and retains the tissue in a pocket or purse
uritil it can be discarded; in addition, some users (children, for example) may
not be as sensitive as we would like to the desirability of promptly discarding
used tissues. In fact, a Kimberly-Clark mall intercept study, submitted in
support of its application, showed that approximately half of the people
carrying tissues were carrying used tissues. Moreover, even discarded tissues
may be handled when trash cans are emptied. Accordingly, even with a longer
inactivation period, the tissue still offers a meaningful potential to reduce the
spread of cold and flu viruses from the handling of used tissues.

Increasing the level of active ingredients in the product to shorten the
inactivation time could make the tissue irritating to sensitive skin, reducing the
product’s use and, thus, its benefits.

Kimberly-Clark’s proposed label claims, as reflected on the enclosed
prototype label, make it clear that the complete inactivation of residual virus is
reached only after 15 minutes, and that the product simply helps prevent the
spread of viruses, rather than curing them. We do not believe that consumners
will be misled about the extent of the product’s benefits.

Unlike other products (e.g., hard surface disinfectants) with longer inactivation
times, the user’s behavior cannot render the tissue ineffective. A user can
wipe off a surface disinfectant prematurely, eliminating the product’s benefit.
In the case of the tissue, however, the virucide is an integrat part of the product’
and will act on the viruses trapped in the tissue regardless of how the

consumer handles the tissue after use.

Kimberly-Clark does not expect or claim that the tissue will completely

eliminate the spread of colds or flu viruses. However, studies conducted with
Kimberly-Clark’s previously registered virucidal tissue, Kleenex Avert

Virucidal Tissue (Reg. No. 9402-3), demonstrated that the treated tissue

concept 1s a sound one and that the Avert tissue did reduce the transmission of [ 0_9
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viruses. See the two enclosed articles from The Journal of Infectious
Diseases. As we have discussed, the current tissue has a lower concentration
of active ingredient to provide a tissue that is not irritating to the skin.
However, given the efficacy data on the current product, Kimberly-Clark is

confident that it, like its predecessor, can provide a real benefit in reducing the
spread of cold and flu viruses.

There 1s currently no comparable or alternative product available, so any
reduction in the spread of viruses that the tissue achieves would represents a
public health improvement over the status quo. The FDA estimates that flu is
responsible for between 15 and 111 million lost workdays every year in
addition to related medical costs.’ Just this year, the Centers for Disease
Control released data increasing CDC’s estimate of the number of annual
deaths attributable to flu and RSV from 20,000 to 36,000 According to

““Management of the Common Cold;” Adv. Intern Med 32:207-234, (1987),

“Sniffles, common colds and other upper respiratory infections are the most
frequent acute illnesses in the United States and throughout the industrialized
world. In 1982, according to the National Health Interview Study, [which
reported only colds that lead to medical attention or at least one day of
restricted activity] 380 mullion episodes of acute illness and injury from all
causes occurred among the civilian population of the United States; 71 million
{19%) were common colds.” Given the significant mortality, time and
productivity losses, discomfort, and expense associated with widespread colds
and flu, even a modest percentage reduction in new cases of colds or flu would
be a meaningful benefit. In light of the absence of risk concems regarding the
tissue, which contains only “minimum risk™ active ingredients and which EPA
has placed in Toxicity Category IV, the FIFRA risk-benefit standard for
registration s casily satisfied.

2. Disinfectant Standards. EPA has suggested that, regardless of effectiveness against

targeted viruses, the Agency cannot accept a “virucide™ claim for the product unless it also
satisfies the antibactenial criteria for qualifying as a disinfectant. We believe that such a
requirement is wholly inappropriate for this product.

As reflected on the enclosed label, Kimberly-Clark makes no antibactenal
claims for the product. Claims are limited to cold and flu viruses, and the
tissue’s efficacy against the targeted viruses has been demonstrated. No

' FDA, “How to Avoid the Flu,” FDA Consumer Magazine (Nov. 1994) (reprint
available at www.fda.gov/fdac/reprints/flu.html )

2 \wwaw.cde.poviodloc/medial pressrel/r030107.htm
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purpose would be served by requinng Kimberly-Clark to prove efficacy
against organisms not intended to be controlled by the product.

o There 1s no legal requirement that antibacterial efficacy be shown to support a
virucide registration. We recognize that EPA has proposed such a regulation,
but that regulation has not been promulgated; even if it had been, EPA would
still retain s authority to waive data requirements inappropriate for the
product and label under consideration.

e Under the regulations and guidelines that remain in effect today, Kimberly-
Clark’s very similar predecessor product; Kleenex Avert Virucidal Tissue, was
registered by EPA with exclusively virucidal claims and without being
required to demonstrate disinfectant-level control of bactena.

e The Antimicrobial Division has placed great emphasis i recent years on
curbing antimicrobial claims that, even if technically accurate, are irrelevant or
create a misimpression among consumers about the benefits or effects of a
product. Here, the focus is on nasal secretions assocliated with colds and flu,
where the organisms of public health relevance are viruses rather than bacteria.
Antibacterial claims are irrelevant to this product, would serve only to confuse
users and will not appear on the product label, and there is no need or
requirement to venfy the accuracy of nonexistent claims.

3. Soil Loading. EPA has also questioned whether the organic soil loadings during
efficacy testing of the tissue were sufficient to evaluate effectiveness against the target viruses
in the presence of mucous and other discharges. As discussed during our meeting, and in the
references provided to Nancy Whyte at the meeting (which were also included with our
February 26, 2003 response), there 1s available information on the level of soil loading that can
reasonably be expected from use of this product. The soil loadings at which the tissue’s
cfficacy were tested equal or exceed those expected levels. If higher organic soit loadings
were to be used, the ability of the testing to evaluate the product’s efficacy could be impaired
as the protein soil could cause rapid growth and death of the host cells. Death of the host cells
would impair the virologist’s ability to determine the presence of active virus. Accordingly,
Kimberly-Clark believes that the organic soil loadings used in its efficacy testing were
appropriate for ensuring an accurate evaluation of the product’s effectiveness and in line with,

“or greater than, the soil loads that would be seen in actual product use based upon data derived
from government health agencies.

Product Chemistry

As discussed, Kimberly-Clark believes that it has fully addressed the product
chemistry issues identified in EPA’s November 25 letter and that the necessary information
for clearance of the remaining inert ingredients has been provided to the Agency. We
requested that you confirm that there are no outstanding product chemistry issues or questions.

Toxicology




Mr. Adam Heyward
Apnii 25,2003
Page 5

We also believe that there are no outstanding toxicology concerns. We agree with the
Category IV classification of the product. Qur February 26 submission did include the results
of some human studies such as are routinely conducted by Kimberly-Clark and other
consumer product companies to ensure the safety of their products. The studies showed some -
incidence of moderate and reversible dermal irmitation in a scenano reflecting significant and
prolonged product misuse, but confirmed that the tissue 1s not an wrritant under normal use or
other misuse conditions. Although, out of an abundance of caution, the study was submitted
under Section 6(a)(2), we do not believe that it affects the terms of the requested registration
or the resulis of the previous EPA toxicology review.

Timin

In order to launch this product on a timely basis, it is important to Kimberly-Clark that
any remaining issues be resolved promptly so that the EPA registration can be issued i tune
for Kimberly-Clark to obtain the necessary state registrations pnor to marketing the product.

We would therefore appreciate EPA’s response on any outstanding 1ssues at your earliest
convenience.

" Thank you for your time and attention.

Sincerely,

Eliot L. Hatrison,

Agent for Kimberly-Clark
Enclosures
cc:  Connie Welch, Branch Chief

Michael Caringello, Kimberly-Clark Corporation
Cynthia Lewis, Beveridge & Diamond, P.C.




W l S 122 C Street, N.W., Suite 740
L E . éal Washington, D.C. 20001
H A R R I S O N lefephione 202.393.3903

fax 202.3593.3806

Caonsultants In Government Affalrs

April 25,2003

Adam Heyward Product Manager (34)
Regulatory Management Branch II
Antimicrobial Division (7510C)
. Office of Pesticide Programs
" Environmental Protection Agency
1921 Jefferson Davis Highway, CM#2
Arlington, VA 22202

re:  Product: Kleenex® Brand Anti-Yiral Tissue #2 SN
EPA File Symbol No. 9402—11'5}
Applicant: Kimberly-Clark Corporation
Registration Application for New Product
Data Transmittal Letter for Efficacy Studles being Submitted as a Follow-Up
to April 9, 2003 Meeting

Dear Adam:

As a follow-up to the April 9, 2003 meeting between representatives from Kimberly-Clark and
Agency staff, [ am submitting, on behalf of Kimberly-Clark, three (3) copies of the following
studies:

. Volume I of 3
Interrruption of Transmission of Rhinovirus Colds Among Human Volunteers Using
Virucidal Paper Handkerchiefs
MRIDE 45919301

. Volume 2 of 3
The Effect of Placebo and Virucidal Paper Handkerchiefs on Viral Contamination of ,07
the Hand and Transmission of Experimental Rhinovirus Infection

MRID# 45319302



. Volume 3 of 3 -
Summary of Time-Kill Studies Conducted with Anti-Viral Tissue
MRID# | <010303

If you have any questions regarding this submission, please contact me at (202} 393-3903, ext. 14.

Sincerely,

Eliot;g;

Agent for Kimberly-Clark
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Facial Tissue Product with Overwrap — Back Panel

Help Stop the Cycle of Cold & Flu
A leading cause of the spread of cold and flu viruses is by hand contact, With regular tissues, cold and flu viruses can be transferred
from the tissue to your hands, surfaces, and other objects, and then be retransmitted to others. Now KLEENEX® Brand gives you 2

soft, anti-viralf tissue with a special moisture-activated middle layer scientifically proven to kill 99.9% of cold and flu virusest in the
tissue within 15 minutes. Help stop the cycle of cold and flu viruses in your family. Try new KUEENEX® Anti-Viral™ Tissues today.

L]

Dlrections fg_r Use: It is 2 violalion of Federal law ta use this product In a manner inconsislent with its labeling. Use only as a facial ssue to help prevent the spread of cold

and lu virsesT,

Virucidal Agalnst; Riinoviruses Type 14 and 2 {Rhinoviruses are the leading cause of the common cold); Intluenza A and Influenza B {causes of the flu); Respiratory

Syncytial Virus {RSV=the leading cause of lower respiratory infection in children]. This product has not been tested against bacteria and fungi, . . .

Storage and Disposal: Store in a dry area, Dispose of used tissues promptly, Do not reuse empty container, \{\IJZ‘J e
; " % ACTIVEINGREDIENTS:

- - - ® Roglstered Tredemark and ® I L5 .
1-800-553-3639 weekdays 8 a.m. to 4 p.m. CT ™ Trademark of Klmbary-Clark Wordwide, Inc. % ,- t"\'“.-:"-}"’" - Citric Add ..................7.53%

Diztributed by Kimbarly-Clark Global Sales, Inc., © 1086, 2003 KCWW E ; . Sodium Lauryl Sulfate .....2,02%
Dopt. XX-XX, PO Box 2020, Neanah, Wi 54857-2020 Mada under tha following US patents: {':‘__' A A 2000 INERT INGREDIENTS .90 45%

Printed In USA. 6,221,211, 5,227,242; 4,828,812; 4,738,847, .~ v -
" T Total. ... HKLOO%
{ 4 Thie bax Js made from EPA Rug. No.: XXXX-XXX L'?Jq i

Mata In Lhe USA from damesiic and imperted malsrial, e
www.kleenex.com 100% recyctad paper. EPA Est. No. KOUNXKKK - 120 3-PLY TISSUES
. LT
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UNITED STATES ENVIRONMENTAL PROTECTION AGENGCY
WASHINGTON, DC 20460

€5 OFFICE OF PREVENTION, PESTICIDES
£ i AND TOXIC SUBSTANCES
%M' 5 Antimicrobials Division
+ \\0

July 25, 2003

MEMORANDUM:

Subject: Efficacy Review EPA Reg No. 8402-RN Kleenex Brand Anti-Viral Tissue #2
DP Barcode 289868 and DP Barcode 289866
Case No.072433 ’

From: Nancy Whyte, Microbiologist N@U)
Efficacy Evaluation Team
Product Science Branch
Antimicrobials Division (7510C)

To: Adam Heyward/Drusilla Copeland
Regulatory Management Branch il
Antimicrobizls Division (7510C)

Thru: Emily Mitchel, M.S., Team Leader
Efficacy Evatuation Team
Product Science Branch
Antimicrobials Division (7510C)

Thru: Michele E. Wingfield, Chief
Product Science Branch
Antimicrobials Division (7510C)

Applicant:  Kimberly-Clark Global Sales, Inc.
P. C. Box 2020
Neenah, Wi 54957-2020

Formulation Label:

Active Ingredient(s} Yelwt

CHOAC ACI.....o oo 7.51%

Sodium lauryl suffate..................... e 2.02%

Other ingredients.................cooiiiiiiie e 90.47%

Total . 100.00%
l. Background:

The registrant has submitted an application for a new product registration for a
3-ply tissue which makes claims that the tissue has antiviral properties against Rhinovirus
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Types 1A and 2 and Influenza A Virus and B Virus and Respiratory Syncytial Virus. The tissue
makes no claims for antimicrobial action against bacteria or fungi. Two separate versions of
the label were submitted—one with the package and a revised label with a disclaimer submitted
after a meeting with representatives of the Agency. An additional updated label has been
submitted since the revision was reviewed but was not available to this reviewer. This review
encompasses two submissions, DP289868 and DP289966, which address issues raised in

a pre-regisiration meeting with the Agency and Kimberly-Clark representatives.

The first package, D289868, contains a cover letter and a revised label. The second
package, D283966, contains three articles which support the registrant’s rationale for label
claims of the product’s effectiveness against four viruses known to be implicated in upper
respiratory infections. The studies submitted were not conducted using Good Laboratory
Practices. The first, MRID No. 459193-01, is a reprint of an article appearing in the Journal of
Infectious Diseases, Vol. 153, No. 2, February 1986, which reports the results of a study, of the
interruption of the transmission of rhinovirus colds among human volunteers using virucidal
paper handkerchiefs. The second document, MRID No.459193-02, is an anticle reprint from the
same journal (Vol 152, August 1985) which reports on the effect of placebo and virucidal paper
handkerchiefs on viral contamination of the hand and transmissicn of experimental rhinoviral
infection. The third document, MRID No. 459193-03, is a private communication which reports
the results of virucidal screening studies that were conducted using lotion coating and silicone
coating in the outer plies of the tissue to demonstrate complete inactivation of the organisms
tested. Five viruses were used in this study—Rhinovirus 1A, Rhinovirus 2, Influenza Virus A and
Influenza Virus B, and Respiratory Syncytial Virus . Also included in this document is a table -
which reporis results of several studies conducted in June 2000, January and Apri! 2001, and
January 2002. The table lists the results of complete inactivation of the residual viruses by the
tissues at various exposure periods when tissues containing either lotion or silicone are used as
coatings in the presence of various concentrations of sodium lauryt sulfate and citric acid. This
study was conducted by Kimberly-Clark and was reported in April 2003.

il. Use Directions:

There are no specific use directions printed on the box except that “this product is not
to be used in a manner inconsistent with its labeling. Use only as a faciat tissue to help prevent
the spread of colds and flu viruses. ®

lil. Labeling:

1. There are several statemenis on the overwrap label attached to the box. The largest
font type is used to describe the product (Help Stop the Cycle of Cold & Flu) The
next smaller font is used for an expanded claim for the value of the use of the product..
On the first revision of the label, the disclaimer requested by the Agency, This product
has not been tested against bacteria and fungt, i1s listed below the product logo and is
printed using much smaller font which is difficult to read.

V. Recommendations and Comments:

1. The disclaimer required by the Agency that the product has no effectiveness against
bactena, fungi, and other viruses must be elevated above the loge and printed in a font
size that is equivalent to the other statements. The statement should be separated on
both top and bottom by a space so that consumers will be likely to see and read it.

Page 2 of 2 (\]-@




S - 122 C Street, NW., Suite 740
L E W l Washingion, D.C. 20001
H A R R] S O N telephone 202.393.3903

. fax 202.393.3506

Consultants In Government Affalrs
Tuly 30, 2003

Adam Heyward Product Manager (34)
Regulatory Management Branch [I
Antirmcrobial Division (7510C)
Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway, CM#2
Arlington, VA 22202

re: Product: Kileenex® Brand Anti-Viral Tissue #2

EPA File Symbol No. 9402-RE

Applicant: Kimberly-Clark Corporation
Dear Adam:
As per our discussion, please find enclosed five (5) copies of a revised product label for Kleenex®
Brand Anti-Viral Tissue #2. The label incorporates the changes that you and Connie Weich asked
Kimberly-Clark to make.

If vou have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14.

Sincerely,

Agent for Kimberly-Clark

(5
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June 30, 2003

Mr.Eliot I Harrison

Lewis & Harrison Consultant for
Kimberly-Clark Corporation
122 C Street, N.W., Suite 740
Washington, D.C. 20001

Dear Mr. Harrison:

Subject:  Kleenex® Brand Anti-Viral Tissue #2
EPA File Symbol Number 9402-RN
Letter Dated February 26, 2003

The labeling referred to above, submitted in connection with registration under the
Federal Insecticide, Fungmde and Rodenticide Act, as amended, is_ unacceptable for the
following reasons:

Proposed Request:
. Application for new product registration

Data deficiencies:

EROD UcT CHE‘MSTRYReviéw:

The descnpuon of the formulation/ roductmn rocess is unacceptable:
' to the addition if thegn

SRRV

mplete‘“ You mﬁst submj _io the Agcncy adctaﬂed descnpnon of. the

1.
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2. The inert ingredients,

. are not on the agency data base of approved inert ingredients for use in pesticide product,

Therefore, you must submit or request your suppliers to submit a full disclosure of the

chemical composition and character of the inert ingredients. The disclosure must include

the name and CAS number of all components, the percent of composition of each
component, and a Material Safety Data Sheet for the composition.

3. You submitted a “pre-reaction Confidential Statement of Formula (CS¥). The proposed

formulation is not an integrated system. Therefore, you must delete it from its
supporting documentation of the “pre-reaction CSF.” The disclosure of the materials
used in the formation of the product must be accomplished-in the response to the
requirements of OPPTS 830.1600..

Other Comments:

The additional efficacy data/information submitted under a cover letter dated
April 25, 2003 is currently in review, Once completed, wy‘wil%infonned you of the results.

Please respond within 75 days from the date of this letter stating your intentions to

comply with the information/data requests cited above. If no resubmission is received during the

75-day period, the application will be administrativeiy withdrawn.

If you have any questions concerning this letter, please contact Adam Heyward at (703)
308-6422 or Drusilla Copeland at (703) 308-6224.

Since
Adam Heyward )
Product Manager (34)

Regulatory Management Branch I
Antimicrobials Division (7510C)
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 20460

(LED 574,

-~ Se OFFICE OF
E A G PREVENTION, PESTICIDES
2 \ - AND TOXIC SUBSTANCES
z = Antimicrobials Division
© o
¥ P
{ ppoyt®

May 9, 2003

SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Viral Tissue #2

DP Barcode: D288846 Reg. No. Or File Symbol: 9402-RN
Manufacturing-use [] OR _ End-use Product {X]
T Adam Heyward PM 34 / Drusilla Copeland, Team Reviewer

Regulatory Management Branch II
Antimicrobials Division (7510C)

FROM: Robert A. Turpin, Chemisﬂ (/t,

Product Science Branch, CT Team ‘ ~
Antimicrobials Division (7510C) / y /j)

THRU: Karen P. Hicks, CT Team Leader
Product Science Branch
Antimicrobials Division (7510C)

THRU: Michele E. Wingfield, Chief
Product Science Branch
Antimicrobials Division (7510C)

Product Formulation

Active Ingredient(s) % by wt.
Citric aCid .oveevvviriieecie v, 2291
Sodium lauryl sulfate .........cooniiieicciee 2.02

‘BACKGROUND: The applicant has submitted, in response to the Agency’s request, additional
information regarding the formulation process for the subject product and Confidential Statements of
Formula representing the pre- and post-reactions. The Product Science Branch has performed the
secondary review.

Page 1 of 2



FINDINGS:

1. The description of the formulation/production process is unacceptable. The a
reference to the addition of the
formula nor is there a description of the method of application to the’
from raw material to finished product 15 therefore, mcomplcte

.The process

- 2. The inert mgredlents,

_ - _ are not on the
Agency’s data base of approved inert ingredients for use in pesticide products.

3. The applicaﬁt has submitted to the Agency a “pre-reaction CSF.” The formulation of the subject
product is not an integrated system.

4. The applicant has included in the Confidential Statement of Formula of the subject product the

upon application or use the treatment of the

in the formulation as an inert i§ correct.

RECOMMENDATIONS:

1. The applicant must submit to the Agency a detailed description of the formulation/productio CESS
including all ingredients in the discussion, the loading of the formulated product onto theﬂ

d quality assurance procedures, where appllcable The discussion may be’ accompamed
by a flow diagram to enhance c]anty

" 2. The applicant must submit or cause to be submitted a full disclosure of the chemical composition and
haracter of the inert mgredlents noted ‘above. The dlsclosure must include the name and CAS’ number
..all components the pcrccnt of _composmon of each component, and a Material Safety Data Sheet for
composmon ' The data shi uld'be expness dehvcred, c g, FedEx or UPS ato tuc Product Manager

Page 2 of 2
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USEPAJ/OPP Chemical Database hup:/Avww.cdpr.ca.gov/egi-bhn/epa/chemdetiris.pi?pecode=(

USEPA/OPP PC Code: 021801

o CAS REG. NO. 77-92-9

Synonym(s):
o HYDROXY-1,2,3-PROPANETRICARBOXYLIC ACID
o HYDROXYTRICARBALLYLIC ACID

~ Scientific Name(s):

o CITRIC ACID

CAS Numbers
o CAS REG.NO. 77-92-9
o (000077929

List all products for this chemical or, just the active products.
List Unique Registrants (Active/Inactive)

tofl

47312003 4:02



USEPAOPrP Chemical Database hup:/Avww.cdpr.ca. govicgi-tinfepaschemdetiris pl?pecode=0796G

USEPA/OPP PC Code: 079011

o CAS REG.NOQO. 151-21-3
Synonym(s):

o DODECYL SULFATE, SODIUM SALT
Scientific Name(s):

o SODIUM LAURYL SULFATE
CAS Numbers '

o CAS REG.NO. 151-21-3

o 0000151213

List all products for this chemical or, just the active products.
List Unique Registrants (Active/Inactive)

ol 4/3/2003 4:01 PM



DATA EVALUATION RECORD

CITRIC ACID
SODIUM LAURYL SULFATE
(KLEENEX BRAND ANTI-VIRAL TISSUE #2}

STUDY TYPES: Product Identity and Composition (OPPTS 830.1550)
Description of Formulation Process (OPPTS 830.1650)
Certified Limits (OPPTS 830.17590)

MRID 45869502

Prepared for
Antimicrobials Division
Office of Pesticide Programs
[}.S. Environmental Protection Agency
192} Jefferson Davis Highway
Arlington, VA 22202

Prepared by
Toxicology and Hazard Assessment Group
Life Sciences Division
Qak Ridge National Laboratory
Oak Ridge, TN 37830
Action No. K464
Primary Reviewer:

Eric B. Lewis, M.S, - Signature:
Date:
Secondary Reviewers: -
Sylvia Milanez, Ph.D.. D.AB.T, . Signature:
Date:
Robert H. Ross, M.S., Group Leader Signature:
Date:
Quality Assurance:
Lee Ann Wilson, M.A. Signature:
Date:
. o
Disclaimer - [ ?’l

This review may have been altered subsequent 10 the contractot’s signatures above.

Oak Ridge National Laboratory managed and operated by UT-Battelle, L.1.C., for the U.S. Department of Energy under Contract No.
DE-ACO5-000R22725.




€0 STa, UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
WASHINGTON, DC 20460

e N OFFICE OF PREVENTION, PESTICIDES
R AND TOXIC SUBSTANCES

Antimicrobials Division

DATE: (Aprl 15, 2003)

SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Viral Tissue #2
DP Barcode: D288846

Reg. No. Or File Symbol: 9402-RN

TGAl/Manufacturing-use Product{ | OR End-use Product [ x|

TO: (Team leader/Regulator)
PM Team ( #)

FROM: (Reviewer), Chemist, Product Science Branch, CT Team, Antimicrobials Division (7510C)
THRU: Karen P. Hicks, CT Team Leader, Product Science Branch, Antimicrobials Division (7510C)

- THRU: Michele E. Wingfield, Chief, Product Science Branch, Antimicrobials Division (7510C)

Product Formulation
Active Ingredient(s) % by wt.

Citne acid 7.51%
Sodium lauryl sulfate 2.02%

I. BACKGROUND:ALt the Agency’s request, the registrant has submitted additional inforrﬁation
concerning the formulation process for Kleenex Brand Anti-Viral Tissue #2, along with a “‘pre-
reaction” CSF for the virucidal coating by itself and a “post-reaction” CSF for the finished tissue
product. '

1I. FINDINGS:

. The description of the formulation process 1s incomplete. It is not stated how or when the inerts
are added to the formulation, how
or how they are packaged. No information

the liquid matenial 15 applied to the
on quality control measures 15 presented.

2. Theregistrant submitted “pre-reaction” and “post-reaction” CSFs, but neither adequately reflects
the composition of the product to be registered. All the inerts used to formulate the product are
not listed on the “pre-reaction” CSF, and the weight of the facial tissue matenal is included in the
composition of the product on the “post-rcaction” CSF.

Page 2 of 7
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3.

IIL.

IV.

1.

la.

CAS number: er_information.conceming, the chemical identity of the inens-

ere not provided on the CSF. The registrant

~ states that this is proprietary information that has been provided to the Agency separately PC

codes were not found for these two 1nerts.
RECOMMENDATIONS:

Theregistra
when
what quality control measures are used. _
The “pre-reaction” CSF is not needed. The “post-reaction” CSF should include all the active and
inert ingredients used to formulate the product, and the sum of these ingredients should be 100%.
The_should not be considered as part of the product, but should be presented in
a footnote at the bottom of the CSF. If the registrant wishes to use the submitted product label
stating that citric acid 1s 7.51% and sodium lauryl sulfate is 2.02% of the product, then the CSF
should list the nominal concentrations as respectively, and column 10 should
give the source concentration of sodium lauryl sulfatée as ot [t 1s unclear what the
concentrations of the ineri ingredients would be when the weight of the is excluded from
the calculation. The registrant should provide these concentrations on the CSF, and the certified
limits for the inerts should be adjusted accordingly once the nominal concentrations of the actives
are clarified

The word * propneta.ry‘ should be addecl following the inert components that do not have CAS
numbers on the CSF.

ubmit additional inf

e formulation process, detailing how and
lare added to the formulation and

PRODUCT CHEMISTRY REVIEW

CONFIDENTIAL STATEMENT OF FORMULA (CSF)

Type of manufacturing process and source active ingredient registration

*» Non-integrated formulation system (i.€., all TGAI in product are registered) [x]*
* Assuming acceptable certificates of analysis have been submitted

« Integrated production system [ ]

» . if “ME-TOO,” specify EPA Reg. # of existing product:

Page3of 7
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TABLE 1. Product [dentity, Compoesition, and Certified Limits
Prodiict name: Kleenex Brand Anti-Viral Tissue #2* EPA Reg. #: 9402-RN
Ingredient name CASReg. | PC Code | EPA Reg. | Ingredient concentration in Purpose in
(% purity) # # product, % wiw formulation
Nominal | Upper Lower
limit ] limit
Citnc aci Active
(7.51) (9.11) (6.00) _
Sodium lauryl sulfate . _ ' Active ﬁ‘—:
: (2.02) (2.44) (1.61)
i % & -
S pe _ ]
of sodium laury] suifate per ISSLE.

_’ihe final product contains 2.01 Ibs of citric acid and .54 Ibs

*The remainin
“Calculated by the reviewer, based on purity of

#The total concentration of ijii{used in the formulation of the product is unclear, and needs to be clarified by the registrant
*The concentration on the submitted “post-reaction™ CSF is calcutated based on the

_ B being inctuded in the weight of the
. finat preduct. The registrant should re-calculate the concentration without the weight of the nd adjust the certified
'.*L . limnits accordingly.
-y

1b. Clearance of inerts for non-food or food use:

Cleared for food use under 40 CFR §180.1001: Yes[ ] No{] NA[x])

W

o

lc. The chemical identity, composition {including that for the TGAI), density, pH, and ;
flammability on the CSF are consistent with guidelines in OPPTS Series 830, Part A and

ORI

PSS RLE
o et A - -

. :mﬁﬁ;jﬁ;}"?:’}j'—ﬁ_ O B R

= OPPTS 830.7300, 830.7000, and 830.6315 respectively: Yes [ | No[x]
Y 3
!-T, 1d. Nominal Concentrations and Certified Limits for active ingredients are "’ '
% * Acceptable [ ] Not acceptable [x] 3
Z le. Nominal Concentrations and Certified Limits for inert ingredients are X
‘% Acceptable [ ] Not acceptable {x]°  Not applicable [ ] - j
© 1f. For products produced by an integrated formulation system: 5
« All impurties of toxicological significance have an Upper Cemﬁed Limit? 2

Yes{] No[ ] - Notapplicable [x] 7

* Allimpunties of > 0.1% in the product have been identified? =

Yes{] No[ ] Notapplicable [x] o

2. PRODUCT LABEL: %

2a. The active ingredients statement (chemical IDs and Nominal Concentrations) on the label 1s ;"
consistent with the CSF? Yes [x] No [ ] -

2b. The product contains one of the following:

TR
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2c.

2d.

2e.'

2f.

» 10% or more of a petroleum distillate; Yes[ ] No {x]
* 1.0% or more of methyl alcohol: Yes[ ] No [x]

« Sodium nitrite at any level: Yes[ ] No{x]

« atoxic List 1 mnert at any level: Yes[ 1 No [x]

» arsenic in any form: Yes[ ]} No [x]

If Yes to any of the above, does the inert ingredients statement contain a footnote indicating
this? Yes{ ] No{[ ] Notapplicable [x]

The appropriate warning statement regarding flammability or explosive characteristics of the
product are listed on the label? Yes{ INo[ ] Not applicable {x]

The storage and disposal instructions for the pesticide and container are in compliance with
PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses?
Yes [x] No|[ ] -

Does the product require an expiration date at which time the Nominal Concentration falls
below the Lower Certifted Limit (based on the one year storage stability data or other
information)?

Yes{ ] Nof]*
*Not addressed in this submission
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3. QPPTS SERIES §830 GUIDELINES

TABLE 2. Product Chemistry Series 830, Part A

OPPTS Guideline Acceptance of MRID No.
Information*
) : ]

830.1550 Chemical ID U CSF

830.1600 Description of Materials Not addressed

830.1620 Production Process’ NA

830.1650 Formulation Process’ U 45869502

830.1670 Discussion of Impurities® Not addressed

830.1700 Preliminary Analysis’ Not addressed _

830.1750 Certified Limits® U CSF

830.1800 Analytical Method for Als Not addressed

~ *Explanation: A=acceptable; N=not accepiable; NA=technically not applicable; NR= not required,
G=data gap; U=requires upgrading; W=waived; E=EPA estimate.

'See Table 1 of Product Chemistry Review for additional information.

*For MP or EP products manufactured by an integrated production system.

*For products manufactured by a non-integrated system (i.e., using a regi.stcred TGAI or MP).
‘May be-waived unless actual/possible impurities are of toxicalogical concern.

*Five batch analysis required for products produced by an integrated production system

81f different from standard Certified Limits recommended in 40 CFR 158.175, discussed under “Findings” of the
Product Chemistry Review.

/}U
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TABLE 3. Product Chemistry Series 830, Part B

PhysicéUChemical Properties Acceptance | Value or qualitative MRID No.

of data* description**

830.6302 Color Not addressed

830.6303 Physical State Not addressed

830.6304 Odor Not addressed

830.6314 Oxidation/Reduction Not addressed

830.6315 Flammability/Flash Pt Not addressed

830.6316 Explodability Not addressed

830.6317 Storage Stability Not addressed

830.6320 Corrosion Characteristics Not addressed

§30.7000 pH Not addressed

830.710C Viscosity Not addressed

830.7300 Density/sp. gravity A 26.77 1b/2880 £ for CSF

the finished product

*Explanation: A=acceptable; N=not acceptablc; NA=technically not applicable; NR= Not required
G=data gap; U=requires upgrading; W=waived; E=EPA estimate.

**Unless otherwise indicated, the property should be at 25°C.
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DATA EVALUATION RECORD

CITRIC ACID
SODIUM LAURYL SULFATE
(KLEENEX BRAND ANTI-VIRAL TISSUE #2)

STUDY TYPES: Product Identity and Composition (OPPTS 830.1550)
Description of Formulation Process (OPPTS 830.16530)
Certified Limits (OPPTS 830.1750)

MRID 45869502

Prepared for
Antimicrobials Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
1921 Jefferson Davis Highway
~ Arlington, VA 22202

Prepared by
Toxicology and Hazard Assessment Group
Life Sciences Division
Qak Ridge National Laboratory
Oak Ridge, TN 37830
Action Ne. K464

Primary Reviewer: _ % g M
Eric B. Lewis, M.S. : Stgnature:

Date: A /
Secondary Reviewers: .
Svlvia Milanez, Ph.D.. D.AB.T. Signature: E’/

Date:
Robert H. Ross, M.S., Group Leader Signature: “ a %Q’M"

_ : Date: <

Quality Assurance: . :’x,—’(/

Lee Ann Wilson, M.A. Signature:

Date: LAER——I—?'—ZHG}—

Disclaimer la&

This review may have been altered subsequent 1o the contractor’s signatures above.

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC,, for the U.5. Department of Energy under Contract No.
DE-ACQ3-000R22725,



LTEO STy UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

.
7 . WASHINGTON, DC 20460
< z
z <
z >
@41, & OFFICE OF PREVENTION, PESTICIDES
U prorE AND TOXIC SUBSTANCES

Antimicrobials Division

DATE: (April 15,2003)

SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex Brand Anti-Viral Tissue #2
DP Barcode: D288846 _

Reg. No. Or File Symbol: 9402-RN

TGAUManufacturing-use Product [ ]| OR End-use Product [ x ]

TO: (Team leader/Regulator)
PM Team ( #)

FROM_: (Reviewer), Chemist, Product Science Branch, CT Team, Antimicrebials Division (7510C)
THRU: KarenP. Hicks, CT Team Leader, Product Science Branch, Antimicrobials Division (7510C)
THRU: Michele E. Wingfield, Chief, Product Science Branch, Antimicrobials Division (7510C)

Product Formulation
Active Ingredient(s) % by wt.

Citric acid 7.51%
Sodium tauryl sulfate ~ 2.02%

I. BACKGROUND:ALt the Agency’s request, the registrant has submitted additional information
concerning the formulation process for Kleenex Brand Anti-Viral Tissue #2, along with a *pre-
reaction’ CSF for the virucidal coating by itself and a “post-reaction” CSF for the finished tissue
product. '

II. FINDINGS:

1. The description of the formulation process 1s incomplete. It is not stated how or when the inerts
e added to the formulation, how

or how they are packaged. No information

the liquid material is applied to the
on quality control measures is presented.

2. Theregistrant submitted “pre-reaction” and “post-reaction” CSFs, but neither adequately reflects
the composition of the product to be registered. All the inerts used to formulate the product arc
not listed on the “pre-reaction” CSF, and the weight of the facial tissue material is included in the
composition of the product on the “post-reaction™ CSF. -

g

/__o’*(f
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3.

CAS numbers and other informatton conceming the chemical identity of the inerts

were not provided on the CSF. The registrant
states that this is proprietary information that has been provided to the Agency separately. PC
codes were not found for these two inerts.

III. RECOMMENDATIONS:

1.

The registrant should submit additional information on the formulation process, detailing how and
when
what quality control measures are used. :

The “pre-reaction” CSF is not needed. The ‘post-reaction” CSF should include all the active and
inert ingredients used to formulate the preduct, and the sum of these ingredients should be 100%.

The BN s10u1d not be considered as part of the product, but should be presented in
a footnote at the bottom of the CSF. If the registrant wishes to use the submitted product label

stating that citric acid is 7.51% and sodium lauryl sulfate is 2.02% of the product, then the CSF
should list the-nominal concentrations as respectively, and column 10 should
give the source concentration of sodium lauryl sulfate as not“ unclear what the
concentrations of the inert ingredients would be when the weight of the I 15 excluded from
the calculation. The registrant should provide these concentrations on the CSF, and the certified
limits for the inerts should be adjusted accordingly once the nominal concentrations of the actives
are clarified.

The word “propnetary should be added following the inert components that do not have CAS
numbers on the CSF.

are added to the formulation and

. PRODUCT CHEMISTRY REVIEW

. CONFIDENTIAL STATEMENT OF FORMUILA (CSF)

. Type of manufacturing process and source active ingredient registration

Non-integrated formulation system (i.e., all TGAI in product are registered) {x1*
* Assuming acceptable certificates of analysis have been submitted
- Integrated production system { ] '

if “ME-TOO,” specify EPA Reg. # of existing product:

140
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|_ TABLE 1. Product Identity, Composition, and Certified Limits al
Prodiict name: Kleenex Brand Anti-Viral Tissue #2° EPA Reg. #: 9402-RN
Ingredient name CAS Reg. | PC Code| EPA Reg. | Tngredient concentration in Purpose in
(% purity) # # pI‘OdUC(, % wiw formulation
Nominal | Upper Lower
limit limit
Citric acid ] Active
_ (7.51) .11 .| (6.00)
Sodiurn lauryl sulfate Active
v’ I . - 1(2.02) | (244) | (1.6])
& . e final product contains 2.01 Ibs of citric acid and 0.53 1bs
of sodium Jauryl sulfate of tis

*The remaining i :

“Calculated by the reviewer, based on punty of |

“The total concentration ¢ used in the formuiation of the product is unclear, and needs to be clarified by the registrant.

“The concentration on the submitted “post-reaction™ CSF is calculated based on the being included in the weight of the

% final product. The registrant should re-calculate the concentration without the weight of the and adjust the ceriified
. . limits accordingly. '

1b. Clearance of merts for non-food or food use:
Cleared for food use under 40 CFR §180.1001: Yes[ ] No[] NA({x]

lc. The chemical identity, composition (including that for the TGAI), density, pH, and
flammability on the CSF are consistent with guidelines in OPPTS Series 830, Part A and
OPPTS 830.7300, 830.7000, and 830.6315 respectively: Yes|[ ] No [x]

1d. Nominal Concentrations and Certified Limuts for active ingredients are:
Acceptable [ ] Not acceptable {x]

adu L

[

F; le. Nominal Concentrations and Certified Limits for ingrt ingredients are:

:f Acceptable [ ] Not acceptable [x] ~ Not applicable [ ]

~ 1f. For products produced by an integrated formulation systern:

T‘:‘ * Allimpurities of toxicological significance have an Upper Certified Limit?

Yes[] No|[ ] Notapplicable [x]
= All impurities of > 0.1% in the product have been identified?
Yes[]- No[ ] Notapplicable [x]

2. PRODUCT L.ABEL:

2a. The active ingredients statement (chemical IDs and Nominal Concentrations) on the label is
consistent with the CSF? Yes [x] No[ ]

2b. The product contains one of the following:
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2d.

2e.

2f.

« 10% or more of a petroleum distiliate: Yes[ 1 No [x]
s 1.0% or more of methy! alcohol: Yes{ ] No [x]

« Sodium nitrite at any level: Yes[ ] No[x]

+ atoxic List | inert at any level:Yes[ ] No([x]

« arsenicinany form: Yes{ } Noix]

. If Yes to any of the above, does the inert ingredients statement contain a footnote indicating

this?  Yes{ ] No[ ] Notapplicable {x]

The appropriate warning statement regarding flammability or explosive characteristics of the
product are listed on the label? Yes{ JNo{ ] Not applicable {x]

The storage and disposal instructions for the pesticide and container are in compliance with
PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses?
Yes [x] Nof ]

Does the product require an expiration date at which time the Nominal Concentration falls
below the Lower Certified Limit (based on the one year storage stability data or other
information)?

Yes([] Nol[]*
*Not addressed 1n this submission
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3. OPPTS SERIES §830 GUIDELINES

TABLE 2. Product Chemistry Series 830, Part A

OPPTS Guideline Acceptance of MRID No. N
Information*
830.1550 Chemical I .U ‘CSF
830.1600 Description of Materals Not addressed
830.1620 Production Proccss? NA
830.1650 Formulation Process® U | 45869502
830.1670 Discussion of Impurities’ Not addressed
830.1700 Preliminary Analysis® Not addressed
830.1750 Certified Limits® U CSF B
830.1800 Analytical Method for Als Not addressed |

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; NR=not required,
G=data gap; U=requires upgrading; W=waived; E=EPA estimate.

'See Table t of Preduct Chemistry Review for additional infarmation.
*For MP or EP products manufactured by an integrated production system. _
_ *For products manufactured by a non-integrated system (i.c., using a registered TGAI or MP).
‘May be waived unless actual/possible umpurities are of toxicological concern.
*Five batch analysis required for products produced by an integrated production system.

°If different from standard Certified Limits recommended in 40 CFR 158.175, discussed under “Findings” of the
Product Chemistry Review.
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TABLE 3. Product Chelﬁistry Series 830, Part B

the finished product

Physical/Chemical Properties Acceptance | Value or qualitative MRID No.

of data*® description**

830.6302 Color Not addressed

830.6303. Physical State Not addressed

830.6364 Odor Not addressed

830.6314 Oxidation/Reduction Not addressed

830.6315 Flammability/Flash Pt Not addressed

830.6316 Explodability Not addressed

830.6317 Storage Stability Not addressed

830.6320 Corroston Characteristics Not addressed

830.7000 pH Not addressed

830.7100 Viscosity Not addressed

830.7300 Density/sp, gravity A 26.77 1b/2880 fi* for CSF

*Explanation: A=acceptable; N=not acceptéble; NA=technically not applicable; NR= Not required
G=data gap; U=requires upgrading, W=waived; E=EPA estimate.

**Unless otherwise indicated, the property should be at 25°C.
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L, E W I S 122 C Street, N.W., Suite 740
6;2 Washington, D.C. 20001
H A R R I S O N telephone 202.393.3903
fax 202.3493.3806

Consultants In Government Aflalrs

February 26, 2003

Adam Heyward Product Manager (34)
Regulatory Management Branch {1
Antmicrobial Division (7510C)
Office of Pesticide Programs
Environmental Protection Agency
. 1921 Jefferson Davis Highway, CM#2
_ Arlington, VA 22202

re: Product: Kleenex® Brand Anti-Viral Tissue #2
EPA File Symbol No. 9402-RA{
Applicant: Kimberly-Clark Corporation
Registration Application for New Product
Your Letter of November 25, 2002

Dear Adam:

On behalf of Kimberly-Clark Corporation, I responding to your letter of November 25, 2002
regarding Kleenex® Brand Anti-Viral Tissue #2. Responses, including supperting data, to the
efficacy and product chemistry deficiencies that were noted in your letter are attached. In addition,

human clinical data, that is being submitted pursuant to FIFRA 6(a)(2), is attached.

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14.

Sincerely,

Eliot ¥~Harnson
Agent for Kimberly-Clark




I A

CHEMISTRY ISSUES:
RESPONSES BY KIMBERLY-CLARK TO AGENCY LETTER
DATED NOVEMBER 25, 2002

Product: KLEENEX® BRAND ANTI-VIRAL TISSUE #2
File Symbol No. 9402-RN

Agency Comments 1-7 on page 4 of 11/08/02 Product Chemistry Review

The Confidential Statement of Formula(s) (CSFs) dated 10/14/02 are not acceptable. The
CSF consisted of a pre and post-reaction CSF. The registrant should clari
reaction CSF is based on
when in the pre-reaction CSF they produce a total weight of ‘
The registrant must type "List 4" under the column for the Al citric acid. The registrant
shouid type "post-reaction” in addition to the product name in box 3 in the post- reaction
CSF. The registrant needs to provide the CAS Numbers fo

n the CSF. The registrant should report the purity of the SLS inthe -

post-reaction CSF

Kimberly-Ciark Response

Revised pre (virucidai coating) and post-reaction {finished product) CSFs are attached.
In the post-reaction CSF, "box 13" now specifies the amount of ingredient added per area
(Ib/ft). In addition, List 4 has been placed under "column 10" for both active ingredients -
citric acid and SLS. The terms pre and post reaction have been added in "box 3" under
the product name. CAS numbers have not been added to the CSF for the inert
ingredients, since only the regulatory staff at -
Kimberty-Clark has teen permitted by the inert supplier to have access the actual
components on these inerts. However, as noted below, the CAS numbers for each

component of.mmve been submitted to the
Agency. The purity ot , as indicated In the post-reaction CSF, is 100%.

Agency Comment # 8, on paqge 4 of 11/08/02 Product Chemistry Review

The registrant needs to provide the following information for the inert ingredients, [ I R
and _ :

- CAS Numbers for all components
- Chemical names of all components.

- Percentage amount of each of the components in the inert formulation. The total
must equal 100% although ranges are acceptable.




Kimberly-Clark Response

As discussed at the meeting on 1/22/03 the requested information on the inert ingredients
was previously submitted to the Agency. in addition, copies of the previously submitted
informtion was provided directly to Juan Negron during the meeting.

Agency Comment#3 on Formulation Process, pg 7 of 11/08/02 Product Chemistry
Review
The formulation process requires upgrading

Kimberly-Clark Response

As agreed to at the 1/22/03 meeting, Kimberly-Clark is submitting a description of the
formulation process for the virucidal coating material. A document presenting this material
Is attached.




458695-00

L E W I S 122 C Street, N.W., Suite 740
d ;Z Washington, D.C. 20001
H A R RI S O N telephone 202.383.3203
lax 202.393.3906

Consuttanis In Government Affalrs

February 26, 2003

Adam Heyward Product Manager (34)

Regulatory Management Branch II

Antimicrobial Division (7510C)

Office of Pesticide Programs

Environmental Protection Agency

1921 Jefferson Davis Highway, CM#2 )
Arlington, VA 22202

re: Product: Kleerex® Brand AntiIViral Tissue #2
EPA File Symbol Ne. 9402-R$‘
Applicant: Kimberly-Clark Corporation
_Registration Application for New Product
Data Transmittal Letter for Studies being Submitted in Response to
Your Carrespondence of November 25, 2002

Dear Adam:

On behalf of Kimberly-Clark Corporation, I am submitting three copies of the following studies
Ir response to your correspondence of November 25, 2002:

Efficacv

. Volume 1 of §
Discussion of Soil Load Used in Virucidal Studies Conducted with Kleenex® Brand
Anti-Viral Tissue #2

MRID# 45869501

Product Chemistry

. Kleenex® Brand Anti-Viral Tissue #2: Formulation Process for Virucidal Coating
Solution

MRID# 45869507—



If you have any questions regarding this submission, please contact me at (202) 393-3903, ext.
14. ' :

Agent for Kimberly-Clark



EFFICACY ISSUES.
RESPONSES BY KIMBERLY-CLARK TO AGENCY LETTER
DATED NOVEMBER, 25 2002

Product: Kleenex® Brand Anti-Viral Tissue #2.
File Symbol No. 3402-RN

Agency Comment #1 )

EPA's standards for environmental surfaces are hard, inanimate surfaces, either porous
or non-porous. Based on study methodology, the tissue itself (as opposed to a human
face or nose) is the surface of interest. A facial tissue is porous and is also soft.

Kimberly-Clark Response

Regarding the above comment, it is important to note that a meeting was held on February
6, 2001 between Antimicrobial Division (AD) staff and Kimberly-Clark representatives to
discuss the registration appiication for Kleenex® Brand Anti-Viral Tissue #2. The efficacy
protocol was discussed in detail at the meeting and AD staff did not express any significant
~ concerns about the protocol. In fact, AD staff stated that the protocol was fundamentally
sound (see attached "Summary of Meeting” and AD follow-up tetter). It should also be
noted that the protocol used to evaluate the efficacy of Kleenex® Brand Anti-Viral Tissue
#2 is practically identical to the protocol that was used to support the registration of
Kimberly-Clark’s previously registered antiviral tissue product, Avert, EPA Reg. No.9402-3.

Agency Comment #2 .
The study against Rhinovirus 2 did not meet the DIS/TSS-7 requirement that the
recoverable virus titer must be at least 10%.

Kimberily-Clark Response

The initial virus titer used in the Rhinovirus 2 study was 10°. However, when the virus was
applied and dried on the tissue an average of 3 replicate trials showed a 10*® virus survival
on the untreated tissue control. Because there was no cytotoxicity found in the first
dilution, there was sufficient virus to demonstrate a 3-log reduction and complete virus
inactivation. Even though Kimberly-Clark believes that the Rhinovirus 2 study is valid, a
new study has been conducted to conclusively demonstrate that Kleenex® Brand Anti-Viral
Tissue #2 is efficacious against this virus. The new study, which will be submitted shortly,
showed complete inactivation of virus with a fog-reduction greater than 4.

140



Agency Comment #3

The prcduct has notbeen tested as adisinfectant (i.e., successfully tested against bacteria
Salmonella choleraesuis and Staphylococcus aureus, with or without Pseudomonas
geruginosa. Although three product lots (including a 60-day old lot) were tested in the
virucidal studies provided in this data package, the Agency will not register a product tested
merely as a virucide without having met the basic disinfectant claims in DIS/TSS-1.

Kimberly-Clark Response

Kimberly-Clark has several comments on this issue. First, the proposed product iabel and
efficacy protocol was sent to AD well in advance of the February 6, 2001 meeting and was
extensively discussed at the meeting. There was no indication at the meeting or in foliow-
up correspondence that the Agency wanted an antiviral tissue product to be tested against
bacteria. Secondly, Kleenex® Brand Anti-Viral Tissue #2 is a dry tissue that will be
packaged in a standard tissue box. The product is not similar to the pre-moistened
disinfectant wipes. Accordingly, it is extremely unlikely that Kleenex® Brand Anti-Viral
Tissue #2 will be used by consumers in any manner other than as a nasal tissue. Thirdly,
the product is solely intended to control cold and flu viruses that may be present in nasal
secretions.  Although bacteria may also be present in nasal secretions, there is no
information to suggest that bacteria associated with nasal secretions are a public-health
issue. In this regard, it is important to note that over the past several years, the Agency
has expressed significant concerns about superfluous antimicrobial claims, particularly
when there is no evidence that the target microbial contamination is of public-health
concern. To require Kleenex® Brand Anti-Viral Tissue #2 be tested against bacteria when
the product is not intended to be antibacterial and bacterial control is not a public-health
concern seems inconsistent with the Agency’s desired position. Finally, having anti-
bacterial claims on an antiviral tissue may lead consumers to associate colds and flu with
bacteria. Such an association will clearly have negative public-health implications since
it may lead to increased requests for antibiotic use. '

Agency Comment #4

An organic soil load was not mentioned in any of the studies. Although viral inoculum is
frequently accompanied by scme naturally occurring organic soil (e.g. serum), in actual
use, the product would be challenged with 100 percent soil load (e.g. nasal mucus, eye
discharge, phiegm, and/or sputum). You must provide data about the nature and
concentration of the organic soil load chalienge {if any) employed in these studies.

4/




Kimberly-Clark Response

The organic soil load issue is addressed in the attached study ("Discussion of Soil Load
Used in Virucidal Studies Conducted with Kleenex® Brand Anti-Viral Tissue #2"). In brief,
a soil load was used in the virucidal studies and the load was consistent with the level that
would be encountered during actual consumer use.

Agency Comment #5 _

The proposed label claims indicate that the product can be used in hospital settings. A
mere virucide cannot make this claim. No efficacy data was submitted to support claims -
against Pseudomonas aeruginosa which is an Agency requirement for a hospital
disinfectant claim.

Kimberiy-Clark Response

The product will only be used in hospital settings, as an antiviral tissue, to control the
transmission of cold and flu viruses. For the reasons articulated above in response
number 3, there is no scientific reason for testing the product against bacteria.

Agency Comment #6
The claim for 15 minutes is questionable. A tissue is usually disposed of in 1 or 2 minutes
after use. A more appropriate time would be 30 seconds.

Kimberly-Clark Response

Kimberly-Clark concurs with the Agency that a 30 second claim would be optimal. In this
regard, it shouid be noted that unsubmitted studies conducted by Kimberly-Clark showed
significant, but not complete, inactivation, within 1 minute. “

The previously submitted consumer survey report (MRID # 45722901), showed that a
.considerable number of individuals do not rapidly dispose of used tissues. in addition,
there are many situations (i.e. church, classrooms, movie theaters, etc.) in which used
tissues cannot be immediately disposed. Consequently, the 15-minute contact time for
complete viral inactivation will be pertinent to a significant part of the population,
particularly since there are no cther currently registered antiviral tissues.
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EFFICACY [SSUES:
RESPONSES BY KIMBERLY-CLARK TO AGENCY LETTER
DATED NOVEMBER, 25 2002

Product: Kleenex® Brand Anti-Viral Tissue #2.
File Symbol No. 9402-RN

Agency Comment #1

EPA’s standards for environmental surfaces are hard, inanimate surfaces, either porous
or non-porous. Based on study methodology, the tissue itself (as opposed to a human
face or nose) is the surface of interest. A facial tissue is porous and is also soft.

Kimberly-Clark Response

Regarding the above comment, it is important to note that a meeting was held on February
6, 2001 between Antimicrobial Division (AD) staff and Kimberly-Clark representatives to
discuss the registration application for Kleenex® Brand Anti-Viral Tissue #2. The efficacy
protocol was discussed in detail at the meeting and AD staff did not express any significant
concerns about the protocol. [n fact, AD staff stated that the protoco! was fundamentally
sound (see attached "Summary of Meeting" and AD follow-up letter}. 1t should also be
noted that the protocol used to evaluate the efficacy of Kleenex® Brand Anti-Viral Tissue
#2 is practically identical to the protocol that was used to support the registration of
Kimberly-Clark's previously registered antiviral tissue product, Avert, EPA Reg. No. 9402-3.

Agency Comment #2
The study against Rhinovirus 2 did not meet the DIS/TSS-7 requirement that the
recoverable virus titer must be at least 10°.

Kimberly-Clark Response

The initial virus titer used in the Rhinovirus 2 study was 10°. However, when the virus was
applied and dried on the tissue an average of 3 replicate trials showed a 10>® virus survival
on the untreated tissue control. Because there was no cytotoxicity found in the first
dilution, there was sufficient virus to demonstrate a 3-fog reduction and complete virus
inactivation. Even though Kimberly-Clark believes that the Rhinovirus 2 study is valid, a
new study has been conducted to conclusively demonstrate that Kleenex® Brand Anti-Viral
Tissue #2 is efficacious against this virus. The new study, which will be submitted shortly,
showed complete inactivation of virus with a log-reduction greater than 4.




Agency Comment #3

The product has not been tested as a disinfectant (i.e., successfully tested against bacteria
Salmonella choleraesuis and Staphylococcus aureus, with or without Pseudomonas
aeruginosa. Although three product lots (including a 60-day old lot) were tested in the
virucidal studies provided in this data package, the Agency will not register a product tested
merely as a virucide without having met the basic disinfectant claims in DIS/TSS-1.

Kimberly-Clark Response

Kimberly-Clark has several comments on this issue. First, the proposed product [abel and
efficacy protocol was sent to AD well in advance of the February 6, 2001 meeting and was
extensively discussed at the meeting. There was no indication at the meeting or in follow-
up correspondence that the Agency wanted an antiviral tissue product to be tested against
bacteria. Secondly, Kleenex® Brand Anti-Viral Tissue #2 is a dry tissue that will be
packaged in a standard tissue box. The product is not similar to the pre-moistened
disinfectant wipes. Accordingly, it is extremely uniikely that Kleenex® Brand Anti-Viral
Tissue #2 will'be used by consumers in any manner other than as a nasal tissue. Thirdly,
the product is solely intended to control cold and flu viruses that mav be present in nasal
secretions. Although bacteria may also be present in nasal secretions, there is no
information to suggest that bacteria associated with nasal secretions are a public-health
issue. In this regard, it is important to note that over the past several years, the Agency
has expressed significant concerns about superfluous antimicrobial claims, particularly
when there is no evidence that the target microbial contamination is of public-health
concern. To require Kleenex® Brand Anti-Viral Tissue #2 be tested against bacteria when
the product is not intended to be antibacterial and bacterial control is not a public-health
concern seems inconsistent with the Agency's desired position. Finally, having anti-
bacterial claims on an antiviral tissue may lead consumers to associate colds and flu with
bacteria. Such an association will clearly have negative public-health implications since
it may lead o increased requests for antibiotic use.

Agency Comment #4 ) _

An organic soil load was not mentioned in any of the studies. Although viral inoculum is
frequently accompanied by some naturally occurring organic soil (e.g. serum), in actual
use, the product would be challenged with 100 percent soil load {e.g. nasal mucus, eye
discharge, phlegm, and/or sputum). You must provide data about the nature and
concentration of the organic soil load challenge (if any) employed in these studies.

/
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Kimberly-Clark Response

The organic soil load issue is addressed in the attached study ("Discussion of Soil Load
Used in Virucidal Studies Conducted with Kleenex® Brand Anti-Viral Tissue #2"). In brief,
a soil load was used in the virucidal studies and the load was consistent with the level that
would be encountered during actuat consumer use.

Agency Comment #5

The proposed label claims indicate that the product can be used in hospltai settings. A
mere virucide cannot make this claim. No efficacy data was submitted o support claims
against Pseudomonas aeruginosa which is an Agency requirement for a hospital
disinfectant claim. ‘

Kimberly-Clark Response

The product will only be used in hospital settings, as an antiviral tissue, to control the
transmission of cold and flu viruses. For the reascns articulated above in response
number 3, there is no scientific reason for testing the product against bacteria.

Agency Comment #6

The claim for 15 minutes is guestionable. A tissue is usually disposed of in 1 or 2 minutes
after use. A more appropriate time would be 30 seconds.

Kimberly-Clark Response

Kimberly-Clark concurs with the Agency that a 30 second claim would be optimal. In this
regard, it should be noted that unsubmitted studies conducted by Kimberly-Clark showed
significant, but not complete, inactivation, within 1 minute.

The previously submitted consumer.survey report (MRID # 45722901), showed that a
considerable number of individuals do not rapidly dispose of used tissues. In addition,
there are many situations (i.e. church, classrooms, movie theaters, eic.) in which used
tissues cannot be immediately disposed. Consequently, the 15-minute contact time for
complete viral inactivation will be pertinent to a significant part of the population,
particularly since there are no other currently registered antiviral tissues.
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UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

5? @ b Washington, D.C. 20460
] ?
DL

AL ppot?

OFFICE OF
PREVENTION. PESTICIDES
AND TOXIC SUBSTANCES
November 25, 2002

Mr. Eliot I. Harrison

Lewis & Harrison Consultant for
Kimberly-Clark Corporation
122 C Street, N.W_, Suite 740
Washington, D.C. 20001

L

Dear Mr. Harrison:

Subject: Kleenex® Brand Anti-Viral Tissue #2
EPA File Symbol Number 9402-RN
Application Dated: July 5, 2002
EPA Receipt Date: July 7, 2002

The labeling referred to above, submitted in connection with registration under the Federal
Insecticide, Fungicide and Rodenticide Act, as amended, is_unacceptable for the following reasons:

Proposed Request:
. Application for new product registration

Data deficiencies:

I Efficacy Review:

The proposed label claims are not acceptable regarding the use of the proposed product,
“Kleenex Brand Anti-Viral Tissue #2,” as a Virucide against Rhinovirus 1A and 2, Influenza A and
B, and Respiratory Syncytial Virus for a contact time of 15 minutes. The study against Rhinovirus 2
did not meet the DIS/TSS-7 requirements in that the recoverable virus titer must be at least 104.
Furthermore, the Agency standards for impregnated towelettes for hard surface disinfection do not

- apply to this impregnated facial tissue for reasons listed below.

. The EPA’s standards for environmental surfaces are hard, inanimate surfaces, either
porous or non-porous. > Based on the study methodology, the tissue itself (as opposed
to a human face or nose) is the surface of interest. A facial tissue is porous and is
also soft.




The product has not been tested as a disinfectant (i.¢., successfully tested against
bacteria Salmonella choleraesuis and Staphylococcus aureus, with or without
Pseudomonas aeruginosa). Although three product lots (including a 60-day-old
lot) were tested in the virucidal studies provided in this data package, the Agency
will not register a product tested merely as a virucide without having met the basic
disinfectant claims in DIS/TSS-1. '

An organic soil load was not mentioned in any of the studies. Although viral
inoculum is frequently accompanied by some naturally-occurring organic soil
(e.g., serum), in actual use, the product would be challenged with 100 percent
organic soil load (e.g., nasal mucus, eye discharge, phlegm, and/or sputum). You
must provide data about the nature and concentration of the organic soil load
challenge (if any) employed in these studies.

The proposed label claims indicate that the product can be used in hospital
settings. A mere virucide cannot make that claim. No efficacy data was
submitted to support claims against Pseudomonas aeruginosa, which is an
Agency requirement for a hospital disinfectant claim.

The claim for 15 minutes 1s questionable. A tissue is usually disposed of in 1 or 2
minutes after use. A more appropriate contact time would be 30 seconds.

Other questionable labeling comments:

The phrases [see page 2 of the label], implying “newness,” include: “NOW with”
and “Introducing a revolution in facial tissues.”

The repeated use of pércent kill (99.9%) on the proposed label [see page 2 of the
label]; although accurate, this is not the Agency’s virucidal performance standard
in the absence of cytotoxicity.

The proposed label repeatedly indicates the product’s ability to “kill 99.9% of
virus*” [see page 2 of the label]; this is an incomplete phrase and is not
acceptable. However, “kill virus* on the used facial tissue in 15 minutes” may be
more acceptable.

Optional terms sﬁggested on the proposed label [see page 3 of the label] include
“climcally” testing efficacy; only non-clinical (i.¢., no human subject) efficacy
study reports were provided with this data package.




I1 Product chemistry:

The Confidential Statement of Formula of Formula (CSF) dated October 10, 2002 and
product chemistry dated submitted in support of the proposed product are not acceptable. You
must address all of the deficiencies listed in the attached product chemistry review dated

November 19,2002, In addition, you must submit or request your supplier to submit the
chemical identity of the inerts, '

Acceptable data:

Acute Toxicity:

The acute toxicity data submitted is acceptable. The current acute toxicity database
regulatory status for the subject product is summarized in the table below.
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Acute Oral Toxicity

MRID #457138-06

Acceptable/Tox category [V

Acute Demal Tox.

MRID #457138-07

Acceptable/Tox category LV

Acute Inhalation Tox.

Waive Request

Acceptable/Waiver

Eye Irritation

MRID #457138-08

Acccptable/Tox category IV

SKin Lrritation MRID #457138-09 Acceptable/Tox category IV

Skin Sensitization

MRID #457138-10 Acceptable/Non-Sensitizer

Note that, based on rationale provided in your application, the Agency has waived the
“the Child signal word and Keep out of reach of children” statements. The waiver is permitted
under § 40 CFR 156.66(b)(2), since the product presumably will be used on children. In

addition, your letter dated July 5, 2002 details several points in support of your request for a
waiver.

Other Comments:

The policy on antimicrebial towellettes and wipes is under consideration by the Antimicrobials
Division. Once the policy has been finatized, you wili be informed if there are any changes that need to

be made regarding the registration process and if there are any additional data that must be submitted to
the Division for review.

For detailed information and considerations, please refer to the enclosed EPA/AD
Product Science Branch review (product chemistry, efficacy and acute toxicity) reviews.
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Please respond within 75 days from the date of this letter stating your intentions to
comply with the information/data requests cited above. If no resubmission is received during the
75-day pertod, the application will be administratively withdrawn.

If you have any questions concemning this letter, please contact Adam Heyward at (703)
308-6422 or Drusilla Copeland at (703) 308-6224.

Sincerely,

—_—

Adam Heyward

Product Manager (34)

Regulatory Management Branch 11
Antimicrobials Division (7510C)

Enclosures: Product Chemistry, Efficacy and Precautionary Labeling Reviews
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OFFICE QF
PREVENTION, PESTICIDES
AND TOX1C SUBSTANCES
November 19, 2002
MEMORANDUM

Subject: Data Package D284617
Kleenex® Brand Anti-Viral Tissue #2, P/‘lle Symbol 9402-RN

From: Wallace Powell, Biologist ' Wi
Product Science Branch
Antimicrobials Division (7510C)

Through: Karen P. Hicks, Team Leader
Chemistry/Toxicology Team
Product Science Branch
Antimicrobials Division (7510C)

Michele E. Wingfield, Chief
Product Science Branch
Antimicrobials Division (7510C)

To: - Adam Heyward, Product Manager, Team 34
Drusilla Cepeland, Team Reviewer, Team 34
Regulatory Management Branch II
Antimicrobials Division (7510C)

BACKGROUND

The applicant, Kimberly-Clark Corporation (as represented by an agent), has submitted a
package for registration of the subject product, Kleenex® Brand Anti-Viral Tissue #2. The
active ingredients are citric acid (7.51% of product contents by weight) and sodium lauryl
sulfate (2.02% by weight).

The submitted package includes studies for acute oral toxicity, acute dermal toxicity, eye
irritation, skin irritation, and skin sensitization - MRID's 457138-06 through 457138-10,
respectively. The studies were initially reviewed for Product Science Branch {(PSB) by Oak
Ridge National Laboratory. The reviews are attached to this memorandum. The submitted
package also includes an acute inhalation toxicity data waiver request.

DISCUSSION AND RECOMMENDATION

The submitted studies are acceptable. The test material identified in the study reports

represents the subject product. The resulting acute Toxicity Categories are listed in the

table below. (The attached review of the skin sensitization study has been edited by PSB P
to indicate acceptability, as PSB has now received a copy of the missing positive control (/
data.) / ;




0284617, Page 2 of 3

Acute oral toxicity.. The submitted study is acceptabie. Due to the nature of the test
substance, it was not considered possibie to dose the animals via gavage at sufficient
volumes to achieve the 5 g/kg dosage. Consequently, the ground test substance was
mixed with peanut butter and fed to the animals during a 24 hour period. This is
acceptable. According to the guidelines {OPPTS 870.1100}, “If a single dose is not
possible, the dose may be given in smaller fractions over a period not exceeding 24 hours.”

Acute dermal toxicity. The submitted study is acceptable.

Acute inhalation toxicity. The waiver request is acceptable. The product does not contain
expressible liguid. In view cof this, the citric acid and sodium laury! sulfate are not present
in high enough concentrations to presemt an acute hazard., Also note that the estimated
vapor pressure of sodium lauryl sulfate is extremely low.

Eye irritation. The submitted study is acceptable. ‘Positive’ degree of irritation was
limited to moderate swelling (grade 2 on the Draize scale) in one out of three test animals
at 1 Hour and cleared by 24 Heurs.

Skin irritation. The submitted study is acceptable. As stated-in the attached study review,
“The guideline requires 0.5 mL of liquid or 500 mg of solid or semisolid applied to the test
site. The study author did not indicate the weight of the 2.5 cm x 2.5 cm test material.
This deviation would not affect the results.” The dosage was a patch cut out of a sheet

of the tissue. Based on the bulk density of the product, it would take approximately 17
such patches to amount to 500 mg. Normally this could be problematic. In the present
case, however, the study can reascnably be accepted for the following reasons, {1)
Exposure to 17 tissue thicknesses for a tengthy time is not realistic in the reat worid. (2)
Each patch is three-ply. Two of the plies are treated with lotion. The third ply contains the
antimicrobial chemicals which, if 17 patches were used, would have to migrate through the
other two lotion-treated plies of each underlying patch in order to reach the test animal. It
is unlikely that the test animals’ exposure to the antimicrobial chemicals would be
increased greatly by having multiple patches. (3) Since no dermal irritation was noted on
any test animal in the study, no more than mild skin irritation at worst would be expected
to result from the addition of patches. Also note that no skin irritation was noted in the
acute dermal toxicity study,

Skin_sensitization. The submitted study is acceptable. The required historical positive
control study was not included with the original study report, but one was later cited (MRID
455757-09) and a copy was Faxed te Product Science Branch at EPA. The test results were
appropriate.

Summary. The updated acute toxicity regulatory profile is listed in the table below.

Table: Acute toxicity regulatory status for Kleenex® Brand Anti-Viral Tissue #2

m—

Acute Oral Toxicity MRID 457138-06, submitted Acceptable, Tox Category IV

Acute Dermal Tox. MRID 457138-07, submitted Acceptabie, Tox Category IV
Acute Inhalation Tox. Waiver request Acceptable, Waived

Eye Irritation MRID 457138-08, submitted Acceptable, Tox Category IV

Skin Irritation MRID 457138-09, submitted Accepfabie, Tox Category IV

Skin Sensitization MRID 457138-10, submitted Acceptable, Non-sensitizer
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Product labeling — precautionary statements

PSB has no adverse comments to the proposed label (EPA Received date 09/13/2002} in
regard to human-hazard precautionary or first-aid statements. None appear on the label,
and it is PSB’s opinion that none are required.

The label for this product is not required to display a Signat Word (as per 40 CFR 156.64).

In response to the applicant’s request and rationale, PSB recommends a waiver of the
“Keep out of reach of children” child hazard warning. The wajver is permitted by 40 CFR
156.66(b){2), since the product presumably will be accepted for use on children (unless
Risk Assessment and Science Support Branch has objected to this). The applicant’s letter
(Ediot Harrison to Adam Heyward, 07/05/2002) details several additional points of
rationale, These points include an Agency classification of the product’s active ingredients;
a.reference to consumer products which contain one or other of these active ingredients
and involve exposure to children; absence of adverse effects reports involving exposure of
children to these active ingredients; absence of adverse effects reports from the applicant’s
own censumer reporting system involving exposure of children to another of the applicant’s
consumer tissue products that is said to contain similar inert ingredients; and the futility of
placing a child prohibition on a widely marketed box of facial tissues.




DATA EVALUATION RECORD

CITRIC ACID
(2371.01)

STUDY TYPE: ACUTE ORAL TOXICITY - RAT”’

[OPPTS 8701100 (§81-1)] OECD 401

MRID 45713806

Prepared for
Antimicrobials Division
Office of Pesticide Programs

U.S. Environmental Protection Agency

1921 Jefferson Davis Highway
Arlington, VA 22202

Prepared by

Toxicology and Hazard Assessment Group

Life Sciences Division
Oak Ridge National Laboratory
Oak Ridge, TN 37831
Action No. K402

Primary Reviewer:

Susan Chang, M.S. Signature:

Date:
Secondary Reviewers:
H. Tim Borges, M.T.(A.S.C.P.), Ph.D.. D.A.B.T. Signature:

Date:
Robert H. Ross, M.S., Group Leader Signature:
Date:
Quality Assurance:
Lee Ann Wilson, MLA. Signature:
Date:
Disclaimer

This review may have been altered subsequent to the contractor’s signatures above.
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Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under

Contract No. DE-AC05-000R22725.



DATA REVIEW FOR ACUTE ORAL TOXICITY TESTING (§ 81-1, 870.11060)

Product Manager: Adam Heyward Reviewer: Susan Chang
MRID No.: 45713806 Study Completion Date: June 3, 2002

Report No.: MB 02-10017.01

Testing Laboratory: MB Research Laboratonies
Author: Daniel R. Cerven

GLP Compliance Statement {40 CFR §160.12): Inciuded

Test Material: 2371.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dots
Dosage: 5000 mg/kg

Species: Wistar rats (5 M and 5 F)

Weight: Males: 206-213 g, Females: 203-239 g Age: Approximately 7-10 weeks
Source: Ace Animals, Boyertown, PA

Summary:

1. LD, (mg/kg): Males > 5000 mg/kg
Females > 5000 mg/kg : -
Combined > 5000 mg/kg Gj“:
2. The estimated LD, is > 5000 mg/kg. T
3, Tox, Category: IV Classification: Acceptable

Procedure (Deviations from §81-1, 870.1100): The ground test material mixed with peanut butter
was fed to the animals during a 24 hour period.

Results:
Reported Mortality
(Number Deaths/Number Tested)
Dosage {mg/kg}*
Males Females Combined
5000 0/5 : 0/5 0/10

20 ¢ of ground test material was mixed with 180 g of peanut butter.

Observations: All animals survived, gained weight, and had no abnormal physical signs during the
study.

Gross Necropsy Findings: Necropsy results were normal.
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DATA EVALUATION RECORD

CITRIC ACID
(2372.01)

STUDY TYPE: ACUTE DERMAL TOXICITY - RABBIT
[OPPTS 870.1200 (§81-2)] OECD 402
MRID 45713807

Prepared for
Antimicrobials Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
1921 Jefferson Davis H:ghway
Arlington, VA 22202

Prepared by
Toxicology and Hazard Assessment Group
~ Life Sciences Division
Oak Ridge National Laboratory

Oak Ridge, TN 37831
W 7 A

Action No. K402

Primary Reviewer:

. . 3
Susan Chang, M.S. %lagtr::lture SEP T 17007 2D
Secondary Reviewers: AT 5’7"’
H. Tim Borges. M.T.(A.S.C.P.), Ph.D.. D.AB.T. Signature: ‘
Date: SEP 112002
Robert H. Ross, M.S., Group Leader Signature: 45‘5?7_!_2&3?_
Date:
Quality Assurance: g A WL&"’\-,
Lee Ann Wilson, MLA. Signature:
: SEP 1 12002

Date:

Disclaimer

This review may have been altered subsequent to the contractor’s signatures above.

Oak Ridge National Laboratory managed and operated by UT-Battelle, LL.C-., for the ).S. Department of Energy under
Contract No. DE-AC03-000R22725.




DATA REVIEW FOR ACUTE DERMAL TOXICITY TESTING (§81-2, 870.1260)

Product Manager: Adam Heyward Reviewer: Susan Chang
MRID No.: 45713807 Study Completion Date: June 3, 2002

Report No.: MB 02-10019.02

Testing Laboratory: MB Research Laboratories
Author: Daniel R. Cerven

GLP Compliance Statement (40 CFR §169.12): Included

Test Material; 2372.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dots
Dosage: 5000 mg/kg (dry weight of the test material)

~ Species: New Zealand White rabbits (SM and 5F)
Weight: Males: 2.0-2.4 kg, Females: 2.0-2.3 kg Age: Approxiirately 9.5 weeks
Source: Millbrook Breeding Labs, Amherst, MA

Summary:

1. LD, (mg/kg): Males > 5000 mg/kg
Females > 5000 mg/kg
Combined > 5000 mg/kg

2. The estimated LD, is > 5000 mg/kg.

3. Tox. Category. IV  Classification: Acceptable

Procedure (Deviation From §81-2, 870.1200): No deviations were noted.

Results:
Reported Mortality
] (Number Deaths/Number Tested)
Dosage (mg/kg) Males ~ Females | Combined
5000 - 0/5 : 0/5 0/10

Observations: All animals survived, gained weight, and all appeared normal throughout the study.
No dermal irritation was noted during the study.

Gross Necropsy Findings: Necropsy results were normal.

Note: The test material was identified as 2372.02 on page 5 and 6, but as 2372.01 on other pages in
the study report (MRID 45713807). This discrepancy would not affect the results of the study.




DATA EVALUATION RECORD

CITRIC ACID
(2374.01)

STUDY TYPE: PRIMARY EYE IRRITATION - RABBIT
[OPPTS 870.2400 (§81-4) OECD 405
MRID 45713808

Prepared for
Antimicrobials Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
1921 Jefferson Davis Highway
Arlington, VA 22202

Prepared by
Toxicology and Hazard Assessment Group
Life Sciences Division
QOak Ridge National Laboratory
Oak Ridge, TN 37831
Action No. K402

- W né
Primary Reviewer: 3 LA

Susan Chang, M.S. . Signature: B
Date: SEP_ {12002

Secondary Reviewers: : AT

H. Tim Borges, M.T.(A.S.C.P.). Ph.D.. DABT. Signature: :
Date: SEP 1 12002

Robert H. Ross, M.S., Group Leader Signature: @Qm K (L*/“"‘
Date: SEP 1 12002

Quality Assurance: : Y

Lee Ann Wilson, MLA. Signature: . . : .
Date: 112002

Disclaimer

This review may have been altered subsequent to the contractor’s signatures above.

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under
Contract No. DE-AC05-000R22725.



DATA REVIEW FOR PRIMARY EYE IRRITATION TESTING (§81-4, 870.2400)

Product Manager: Adam Heyward Reviewer: Susan Chang
MRID No.: 45713808 Study Completion Date: May 7, 2002

Report No.: MB 02-10023.04

Testing Laboratory: MB Research Laboratories
Author: Daniel R. Cerven

GLP Compliance Statement (40 CFR §160.12): Included

Test Material: 2374.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dots
Dosage: 0.1 mL (=27 mg)

Species: New Zealand White rabbits (3M)

Weight: Males: 2.3-2.9 kg Age: Approximately 3 months
Source: Millbrook Breeding Labs, Amherst, MA

Summary:

1. Toxicity Category: IV
2. Classification: Acceptable

Procedure (Deviations From §81-4, 870.2400): None.

Results: _
Number "Positive"/Number Tested
Observations ' o Hour

1 24 48 | 72
Corneal Opacity 0/3 0/3 , 0/3 0/3
Iritis 0/3 073 0/3 0/3

Conjunctivae ]
Redness 073 0/3 0/3 0/3
Chemosis 173 0/3 0/3 0/3
Discharge 0/3 6/3 0/3 0/3




DATA EVALUATION RECORD

CITRIC ACID
(2373.01)

STUDY TYPE: PRIMARY SKIN IRRITATION - RABBIT
[{OPPTS 870.2500 (§81-5)] OECD 404
MRID 45713809

Prepared for
Antimicrobials Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
1921 Jefferson Davis Highway
Arlington, VA 22202

Prepared by
Toxicology and Hazard Assessment Group
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DATA REVIEW FOR PRIMARY SKIN IRRITATION TESTING (§81-5, 870.25090)

- Product Manager: Adam Heyward Reviewer: Susan Chang
MRID No.: 45713809 ' Study Completion Date: May 7, 2002

Report No.: MB 02-10021.03

Testing Laboratory: MB Research Laboratories
Author: Teresa Hoff

GLP Compliance Statement (40 CFR §160.12): Included

Test Material: 2373.01 (Kleenex Brand Anti-Viral Tissue #2) white tissue with blue dots
Dosage: 2.5 cm x 2.5 cm patch ofthe test material

Species: New Zealand White rabbits (1M and 2F)
Weight: Matle: 2.3 kg, Females: 2.3-2.4 kg Age: Approximately 3 months
Source: Millbrook Breeding Labs, Amherst, MA

Summary:

1. Toxicity Category: IV
2. Classification: Acceptable

Procedure (Deviations From §31-5, 870.2500): The guideline requires 0.5 mL of liquid or 500 mg
of solid or semisolid applied to the test site. The study author did not indicate the weight of the 2.5 .

cm x 2.5 cm test material. This deviation would not affect the results.

Results: No demmal irritation was noted on any rabbit throughout the study.



DATA EVALUATION RECORD

CITRIC ACID
(2375.01)

STUDY TYPE: SKIN SENSITIZATION - GUINEA PIG
[OPPTS 870.2600 (§81-6) OECD 406
MRID 45713810

Prepared for
Antimicrobials Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
1921 Jefferson Davis Highway
Arlington, VA 22202

Prepared by
Toxicology and Hazard Assessment Group
Life Sciences Division
Oak Ridge National Laboratory
Oak Ridge, TN 37831
Action No. K402

Primary Reviewer: , W /Z—\?l

Susan Chang, M.S. : Signature:

Secondary Reviewers: If-r

H. Tim Borges, M.T.(A.S.C.P.). Ph.D.. D.AB.T. Signature:
Date: SEP 11 2002

Robert H. Ross, M.S., Group Leader Signature: w = ' >
Date: 12002,

Quality Assurance: -

Lee Ann Wilson, M.A. Signature: . ’ -

Disclaimer _ -
7
This review may have been altered subsequent to the contractor’s signatures above. / 4 .!

Oak Ridge Nationat Laboratory managed and operated by UT-Batteite, LLC., for the U.S. Department of Energy under
Contract No. DE-AC05-000R22725.




DATA REVIEW FOR DERMAL SENSITIZATION TESTING (§81-6, 870.2600)

Product Manager: Adam Heyward Reviewer: Susan Chang
MRID No.: 45713810 Study Completion Date: June 17, 2002

Report No.: MI3 02-10025.06

Testing Laboratory: MB Research Laboratories
Author: Debra Hall

GLP Compliance Statement (40 CFR §160.12): Included

Test Material: 2375.01 (Kleenex Brand Anti-Viral Tissue #2), white tissue with blue dots
Positive Control Material: Dinitrochlorobenzene (DNCB)

Species: Hartley guinea pigs- :
Weight: Males: 318-358 g, Females: 291-344 ¢ Age: Approximately 4 weeks
Source: Elm Hill Breeding Labs, Inc., Cheimsford, MA

Method: Buehler
Summary:

1. This product is not a dermal sensitizer.
2. Classification:  Acceptable

Procedure (Deviation From §81-6, 870.2600): No deviations were noted.

Procedure: For the induction, a 20 mm x 20 mm section of the test material moistened with 0.1 mL
of distilled water was applied to the clipped left shoulder area (blue dots against dosing area) under
occlusion for six hours once each week for three weeks to 10 males and 10 females. Fourteen days
after the last induction exposure, the animals were challenged with the test material using the same
procedure as the induction under occlusion at naive sites for 6 hours. A naive control group (5 males
and 5 females) was treated with the test material at challenge only. Reactions were scored 24 and
48 hours post exposure.

Results: No reaction was noted on any test animal after induction and challenge. The naive control
animals had no reaction after challenge. An historical positive control study was not included with
the original study report, but one was later cited (MRID 455757-09) and a copy Faxed to Product
Science Branch at EPA. Dinitrochlorobenzene was the positive control substance; the results were
appropriate.
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| BACKGROUND

The product, Kleenex Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402-RN), is a
new "end-use” product. The applicant requested to register this virucidal facial tissue
for use in hospitals, schools, churches, day care facilities, and physicians’ offices. The
environmental “surface” on which the product is intended to be active is the tissue itself,
All laboratory studies were conducted at Hill Top Research, Inc., located at Main and
Mill Streets in Miamiville, Ohic 45147,

This data package contained EPA Form 8570-4 {Confidential Statement of
Formula), five laboratory studies (MRID Nos. 457138-11 through 457138-15),
Statements of No Data Confidentiality Claims for all five laboratory studies, one
confidential consumer survey study (MRID No. 457229-01), and the proposed label.

i USE DIRECTIONS

No specific directions for use (including the surface to be disinfected) are
provided in the label section "Directions for Use.” The proposed label directions state:

“Use 1o help prevent the spread of viruses*.”
“Complete inactivation of viruses* within 15 minutes after contact.”
“Dispose of used tissues in a normal fashion. Do not reuse empty container.”

o m AGENCY STANDARDS FOR PROPOSED CLAIMS

Impregnated Towelettes for Hard Surface Disinfection — Single-Use Towelette

The complete product, as offered for sale, should be tested accordingto
directions for use to ensure effectiveness in disinfecting hard surfaces. Basic efficacy
data requirements in DIS/TSS-1 are required. Additionally, a modification of the AOAC
Germicidal Spray Products Test should be employed, using one towelette to wipe the
surface of each glass slide carrier, subculturing the slides, expressing the liquid from
the used towelette, and subculturing the expressed liquid. Sterile gloves should be
used to handle the towelette, and the towelette should be rotated between each wipe
so as to expose a maximum amount of towelette surface area. Supplemental
recommendations in DIS/TSS-2 should be met, and data reporting requirements of
DIS/TSS-3 should be met. These standards are provided in “Efficacy Data
Requirements: Pre-Saturated or Impregnated Towelettes for Hard Surface
Disinfection.”
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Disinfectants for Use on Hard Surfaces in Hospital or Medical Environments

The effectiveness of disinfectants for use on hard surfaces in hospital or medical
environments must be substantiated by data derived using the AOAC Use-Dilution
Method (for water soluble powders and liquid products) or the ACAC Germicidal Spray

Products Test (for spray products). Sixty carriers must be tested with each of 3 product
samples, representing 3 different batches, one of which is at least 60 days old, against
Salmonella choleraesuis (ATCC 10708), Staphylococcus aureus (ATCC 6538), and
Pseudomonas aeruginosa (ATCC 15442). To support products labeled as
“disinfectants,” killing on 59 out of 60 carriers is required to provide effectiveness at the
85% confidence level. The above Agency standards are presented in DIS/TSS-1.

Virucides

The effecliveness of virucides against specific viruses must be supported by
efficacy data that simulates, to the extent possible in the laboratory, the conditions
under which the product is intended to be used. Carrier methods that are modifications
of either the AOAC Use-Dilution Method (for liquid disinfectants) or the AOAC
Germicidal Spray Products Test (for spray disinfectants) must be used in developing
data for virucides intended for use upon dry inanimate, environmental surfaces (e.g.,
floors, tables, cleaned dried medical instruments}. To simulate in-use conditions, the
specific virus to be treated must be inoculated onto hard surfaces, allowed to dry, and
then treated with the product according to the directions for use on the product label.
One surface for each of two different batches of disinfectant must be tested against a
recoverable virus titer of at least 10* from the test surface for a specified exposure
period at room temperature. Then, the virus must be assayed by an appropriate
virological technique, four replicates per dilution. The calculated viral titers must be
reported with the test results. For the data to be considered acceptable, results must
demonstrate complete inactivation of the virus at all dilutions. When cytotoxicity is
evident, at least a 3-log reduction in titer must be demonstrated beyond the cytotoxic
level. These Agency standards are presented in DIS/TSS-7.

AY COMMENTS ON THE SUBMITTED EFFICACY STUDIES

1. MRID 457138-11 “Virucidal Efficacy of Facial Tissue For Treated and
Untreated Tissue Against Rhinovirus 1A, ATCC VR-1364" for Kleenex
Brand Anti-Viral Tissue #2, by Kathleen A. Baxter. Study conducted at Hili
Top Research, Inc. Study completion date — June 13, 2002.

This study was conducted against Rhinovirus 1A (ATCC VR-1364) using WI-38
cells (source not identified) as the host system. The study protocol followed a
modification of ASTM Method E 1053-97, Standard Test Method for Efficacy of
Virucidal Agents Intended for Inanimate Environmental Surfaces; a major modification
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was the use of 1-inch-square “disks"” of tissue as the carrier in lieu of glass slides. The
carriers were inoculated with undried virus (presence of organic soil load not indicated),
and held for the indicated contact time. Three (3) lots of product were tested (Lot Nos.
3-7-02-4A, 3-7-02-4B, 3-7-02-4C (60 Day Stability Sample)) and compared against
untreated tissue control disks (Lot No. 3-7-02-4D). Tweo disks punched out of individual
tissue sheets prior to inoculation with test virus were placed side by side in a sterile 60
mm glass Petri plate in a laminar flow hood at 24+3°C. Each disk was inoculated with
100 pL of test virus distributed uniformly in a spiral fashion from the center of the disk.
After 15 minutes exposure at 24+3°C, the product was neutralized by flooding with 5.0
mL of neutralizer (bovine serum albumin/HEPES buffer/sodium hydroxide solution).
Contents of the Petri plate were transferred to a test tube and vortexed 30-40 seconds.
Ten-fold serial dilutions (diluent not specified) were prepared and WI-38 cells were
inoculated according to current Hill Top Research SOP 11-DISF-20-0028. ‘The cell
plates were incubated at 33+1°C for 3 days + 4 hours in 521 CO,. The cells were
examined for unspecified cytopathic effect. Controls included virus controls, neutralizer
effectiveness, and cytotoxicity. Viral and toxicity titers were caiculated by the method of
Reed and Muench (1938).

2. MRID 457138-12 “Virucidal Efficacy of Facial Tissue For Treated and
Untreated Tissue Against Rhinovirus 2, ATCC VR-482" for Kleenex Brand
Anti-Viral Tissue #2, by Kathleen A. Baxter. Study conducted at Hill Top
Research, Inc. Study completion date - June 13, 2002,

This study was conducted against Rhinovirus 2 (ATCC VR-482) using WI-38
cells {(source not identified) as the host system. The study protocol followed a
modification of ASTM Method E 1053-97, Standard Test Method for Efficacy of _
Virucidal Agents Intended for Inanimate Environmental Surfaces; a major modification
was the use of 1-inch-square “disks” of tissue as the carrier in lieu of glass slides. The
carriers were inoculated with undried virus (presence of organic soil load not indicated),
and held for the indicated contact time. Three (3) lots of product were tested (Lot Nos.
3-7-02-4A, 3-7-02-4B, 3-7-02-4C (60 Day Stability Sample)) and compared against
untreated tissue control disks (Lot No. 3-7-02-4D). Two disks punched out of individual
tissue sheets prior to inoculation with test virus were placed side by side in a sterile 60
mm glass Petri plate in a laminar flow hood at 24£3°C. Each disk was inoculated with
100 ul of test virus distributed uniformly in a spiral fashion from the center of the disk."
After 15 minutes exposure at 24+3°C, the product was neutralized by flcoding with 5.0
mL of neutralizer (bovine serum albumin/HEPES buffer/sodium hydroxide solution}.
Contents of the Petri plate were transferred to a test tube and vortexed 30-40 seconds.
Ten-fold serial dilutions (diluent not specified) were prepared and WI-38 cells were
inoculated according to current Hill Top Research SOP 11-DISF-20-0028. The plates
were incubated at 33+1°C for 3 days * 4 hours in 521 CO,. The cells were examined for
unspecified cytopathic effect. Controls included virus controls.

Page 4 of 10




Note: The MRID referenced a neutralizer effectiveness study conducted under HTR
Study No. 02-120089-106 using the same cell line (i.e., Wi-38 cells) and the same
product. This HTR study is MRID No. 457138-11 (see above).

3. MRID 457138-13 “Virucidal Efficacy of Facial Tissue For Treated and
Untreated Tissue Against Influenza A, ATCC VR-1469” for Kleenex Brand
Anti-Viral Tissue #2, by Kathleen A. Baxter. Study conducted at Hill Top
Research, Inc. Study completion date — June 12, 2002.

This study was conducted against Influenza A (ATCC VR-1469) using MDCK cells
(source not identified) as the host system. The study protocol followed a modification of
ASTM Method E 1053-97, Standard Test Methed for Efficacy of Virucidal Agents
Intended for Inanimate Environmental Surfaces; a major modification was the use of 1-
inch-square “disks” of tissue as the carrier in lieu of glass slides. The carriers were
‘inoculated with undried virus {presence of organic soil load not indicated), and held for
the indicated contact time. Three (3} lots of product were tested (Lot Nos. 3-7-02-4A, 3-
7-02-4B, 3-7-02-4C {60 Day Stability Sample)) and compared against untreated tissue
control disks (Lot No. 3-7-02-4D). Two disks punched out of individual tissue sheets
prior to inoculation with test virus were placed side by side in a sterile 60 mm glass Petri -
plate in a laminar flow hood at 24+£3°C. Each disk was inoculated with 100 yL of test
virus distributed uniformly in a spiral fashion from the center of the disk. After 15
minutes exposure at 24+3°C, the product was neutralized by flooding with 5.0 mL of
neutralizer {(bovine serum albumin/HEPES buffer/socdium hydroxide solution). Contents
of the Petri plate were transferred to a test tube and vortexed 30-40 seconds. Ten-fold
serial dilutions (diluent not specitied) were prepared and MDCK cells were inoculated
according to current Hili Top Research SOP 11-DISF-20-0037. The plates were
incubated at 33+1°C for 721 days in 5+1% CO, The cells were examined for
unspecified cytopathic effect. After 7+1 days, a hemagglutination assay was
conducted. Controls included virus controls, neutralizer effectiveness, and cytotoxicity.
Viral and toxicity titers were caiculated by the method of Reed and Muench (1938).

4. MRID 457138-14 “Virucidal Efficacy of Facial Tissue For Treated and
Untreated Tissue Against Influenza B, CDC ID# 2001701156” for Kleenex
Brand Anti-Viral Tissue #2, by Kathleen A. Baxter. Study conducted at Hill
Top Research, Inc. Study completion date — June 12, 2002.

This study was conducted against Influenza B (CDC 1D# 2001701156) using
MDCK cells (source not identified) as the host system. The study protocol followed a
modification of ASTM Methed E 1053-97, Standard Test Method for Efficacy of
Virucidal Agents Intended for \nanimate Environmental Surfaces; a major modification
was the use of 1-inch-square “disks” of tissue as the carrier in lieu of glass slides. The
carriers were inoculated with undried virus (presence of organic soil load not indicated),
and held for the indicated contact time. Three (3) lots of product were tested (Lot Nos.
3-7-02-4A 3-7-02-4B, 3-7-02-4C (60 Day Stability Sample)) and compared against
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untreated tissue control disks (Lot No. 3-7-02-4D). Two disks punched out of individual
tissue sheets prior to inoculation with test virus were placed side by side in a sterile 60
mm glass Petri plate in a laminar flow hood at 241£3°C. Each disk was inoculated with
100 pL of test virus distributed uniformly in a spiral fashion from the center of the disk.
After 15 minutes exposure at 24+3°C, the product was neutralized by flooding with 5.0
mL of neutralizer (bovine serum albumin/HEPES buffer/sodium hydroxide solution).
Contents of the Petri plate were transferred {0 a test tube and vortexed 30-40 seconds.
Ten-fold serial dilutions (diluent not specified) were prepared and MDCK cells were
inoculated according to current Hill Top Research SOP 11-DISF-20-0038.. The plates
were incubated at 33°C for 71 days in 521% CO,. The cells were examined for
unspecified cytopathic effect. After 7+1 days, a hemagglutination assay was
conducted. Controls included virus controls.

Note: The MRID referenced a neutralizer effectiveness study conducted under HTR
Study No. 02-120048-106 using the same cell line (i.e., MDCK cells) and the same
product. This HTR study is MRID No. 457138-13 (see above).

5. MRID 457138-15 “Virucidal Efficacy of Facial Tissue For Treated and
Untreated Tissue Against Respiratory Syncytial Virus, ATCC VR-26" for
Kieenex Brand Anti-Viral Tissue #2, by Kathleen A. Baxter. Study
conducted at Hill Top Research, Inc. Study completion date — June 13,
2002.

This study was conducted against Respiratory Syncytial Virus (ATCC VR-26)
using LLMK2 cells (source not identified) as the host system. The study protocol -
followed a modification of ASTM Method E 1053-97, Standard Test Method for Efficacy
of Virucidal Agents Intended for Inanimate Environmental Surfaces; a major
modification was the use of 1-inch-square “disks” of tissue as the carrier in lieu of glass
slides. The carriers were inoculated with undried virus (presence of organic soil load
not indicated), and held for the indicated contact time. Three (3) lots of product were
tested (Lot Nos. 3-7-02-4A, 3-7-0248, 3-7-024C (60 Day Stability Sample)) and
compared against untreated tissue control disks {Lot No. 3-7-02-4D). Two disks
punched out of individual tissue sheets prior to inoculation with test virus were placed
side by side in a sterile 60 mm glass Petri plate in a laminar flow hood at 24+3°C. Each
disk was inoculated with 100 uL of test virus distributed uniformly in a spiral fashion
from the center of the disk. After 15 minutes exposure at 24£3°C, the product was
neutralized by flooding with 5.0 mL of neutralizer (bovine serum albumin/HEPES
buffer/sodium hydroxide solution). Contents of the Petri plate were transferred to a test
tube and vortexed 30-40 seconds. Ten-fold serial dilutions {diluent not specified) were
prepared and LLMK2 cells were inoculated according to current Hill Top Research SOP
11-DISF-20-0041A. The plates were incubated at 37+1°C for 10 days + 4 hours in
5+1% CO,. The cells were examined for unspecified cytopathic effect. Controls
included virus controls, neutralizer effectiveness, and cytotoxicity. Viral and toxicity
titers were calculated by the method of Reed and Muench (1938).
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6. MRID 457229-01 “Consumer Survey: Facial Tissue Life Study, Project
FACT (Flu and Cold Tissue),” Author, Completion Date, and Performing
Laboratory Not Applicable

This study was conducted to obtain information about facial tissues. The
applicant is claiming the nature of this study and its results as confidential. This 10-
page document describes the study and presents the results. The applicant intends to
use the information in developing a marketing strategy for the product Kleenex Brand
Anti-Viral Tissue #2.

Vv RESULTS

Reduction of viral titer
MRID Organism Lot No. Lot No. Lot No. Cytotoxicity
Number 3-7-02-4A 3-7-02-48 3.7-02-4C
457138-11 Rhinovirus 1A complete complete complete Na cytotoxicity
inactivation inactivation inactivation observed
Avg. titer control 4.2 log,, 4.2 logy, 3.7 109,
(TCID0.1 mlL})
457138-12 Rhinovirus 2 complete complete complete No cytotoxicity data
inactivation inactivation inactivation provided
Avg. titer contrcl 3.6eg,, 36 log, 3.6 log,,
(TCID,/0.1 mL})
457138-13 Influenza A complete complete camplete No cytotoxicity
inactivation inactivation inactivation observed
Avg. titer control 4910g,, 491log,, 3.9 log,,
(TCIDg/0.1 mL)
457138-14 Influenza B complete complete complete No cytotoxicity data
inactivation inactivation inactivation provided
Avg. titer control 4.91log,, 4.9lo0g,, >4.8 log,,
(TCID/0.1 mL)
457138-15 Respiratory complete complete complete No cylotoxicity
Syncytial Virus inactivation inactivation inactivation observed
Avg_ titer control 55Icg,, 5.510g, 4.910g,,
{TCID/0.1 mL})
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Vi CONCLUSIONS:

1. The submitted efficacy data (MRID Nos. 457138-11 and 457138-13 through -15)
- appear to support the use of the product, Kleenex Brand Anti-Viral Tissue #2, as a
virucide when tested against the following microorganisms for a contact time of 15
minutes:

influenza A

influenza B

Respiratory Syncytial Virus
Rhinovirus 1A

Complete inactivation was observed for al! dilutions assayed. [The laboratory used a
>3-log reduction in titer as the performance standard.] No cytotoxicity was observed in
studies against Rhinovirus 1A, Influenza A, or Respiratory Syncytial Virus. Cytotoxicity
data were not provided for the study Influenza B (MRID. No. 457138-14); rather the
MRID referenced cytotoxicity data that had been developed for the same cell ling and
the same product in support of another study (MRID No. 457138-13). The Agency also
notes that there was no specific description of the characteristics of the cytopathic
effects produced by each of the test viruses in the cell monolayer — quantitation using
cytopathic effect, which can be subjective, is less desirable than objective techniques
such as immunofluorescence. Finally, DIS/TSS-7 indicates that the recoverable virus
titer must be at least 10*. One of three product lots tested against Rhinovirus 1A
(MRID No. 457138-11) and Influenza A (MRID No. 457138-13) did not meet that quality
control requirement. For virucidal efficacy claims, however, only two product lots need
be tested.

2. The submitted efficacy data (MRID No. 457138-12) do not appear {0 support the use
of the product, Kleenex Brand Anti-Viral Tissue #2, as a virucide when tested against
Rhinovirus 2 for a contact time of 15 minutes. Although complete inactivation was
observed for all dilutions assayed, the recoverable virus titer was not at least 10° for any
of the product lots tested.

3. The Agency reviewed the confidential results of the consumer survey (MRID No.
457229-01) and found no reason to adjust the conclusion presented above.

Vil RECOMMENDATIONS

Despite the favorable efficacy study resuits, the proposed label claims are not
currently acceptable regarding the use of the product, Kleenex Brand Anti-Viral Tissue
#2, as a virucide against Rhinovirus 1A and 2, Influenza A and B, and Respiratory
Syncytial Virus for a contact time of 15 minutes. As noted previously, the study against
Rhinovirus 2 did not meet the DIS/TSS-7 requirement that the recoverable virus titer
must be at least 10*. Furthermore, the Agency standards for impregnated towelettes
for hard surface disinfection do not apply to this impregnated facial tissue.

¢
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EPA’s standards for environmental surfaces are hard, inanimate surfaces, either
porous or non-porous. Based on the study methodology, the tissue itself (as

opposed to a human face or nose} is the surface of interest. A facial tissue is
porous and Is also soft.

The product has not been registered as a disinfectant (i.e., successfully tested
against bacteria Salmonella choleraesuis and Staphylococcus aureus, with or
without Pseudomonas aeruginosa). Although three product lots (including a 60-
day-old lot) were tested in the virucidal studies provided in this data package, the
Agency will register a product tested merely as a virucide without having met
basic disinfectant claims in DIS/TSS-1.

An organic soil load was not mentioned in any of the studies. Although viral
inoculum is frequently accompanied by some naturally-occurring organic soil
(e.g., serum), in actual use, the product would be challenged with 100 percent
organic soil load (e.g., nasal mucus, eye discharge, phlegm, and/or sputum).
The applicant must provide data about the nature and concentration of the
organic soil load challenge (if any) employed in these studies.

The proposed label claims indicate that the product can be used in hospital
settings. A mere virucide can net make that claim. The applicant has not
provided efficacy data against Pseudomonas aeruginosa, which is an Agency
requirement for a hospital disinfectant claim.

The claim for 15 minutes is questionable. A tissue is usually disposed of in 1 or

2 minutes after use. A more appropriate contact time would be 30 seconds.

What are the benefits of this product?

PM Note: As noted earlier, directions for use, a requirement for a pesticide, are not
clear. Consumers, however, are likely to know how to use a facial tissue. PSB isnot
certain what should be included in the directions for use, but at a minimum, the
probable source of the viral load (e.g., nose blowing) and the surface being treated (the
tissue itself) need to be mentioned. In addition, the current instruction "Dispose of used
tissues in a normal fashion” might be better phrased as “Dispose of used tissues’
promptly.”

Other proposed label wording issues:

Other questionable phrases [see page 2 of the label], implying “newness,”
include: "NOW with” and “introducing a revolution in facia! tissues.”

The PM should review the repeated use of percent kill (399.9%) on the proposed
label [see page 2 of the label]; aithough accurate, this is not the Agency's /‘ ™
virucidal performance standard in the absence of cytotoxicity, ‘0 ;J|
LG
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The proposed label repeatedly indicates the product's ability to "kill 99.9% of
virus*” [see page 2 of the 1abel]; this is an incomplete phrase and is not
acceptable. However, “kill virus* on the used facial tissue in 15 minutes” may be
more acceptable.

Optional terms suggested on the proposed label [see page 3 of the label] include
“clinically” testing efficacy; only non-clinical (i.e.,,no human subject) efficacy
study reports were provided with this data package.
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I. BACKGROUND: The registrant has withdrawn (January 2002) the registration application
for Kleenex® Brand Anti-Viral Tissue (EPA Reg. No. 9402-1} and submitted the required
materials for registration of Kleenex® Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402-RN).
In a letter dated 7/5/2002, the registrant indicates that citric acid is widely used in numerous
foods and sodium lauryl sulfate is used as surfactant in shampoos, skin cleaners, and bath and
shower products. The letter also indicates that the company has marketed a silicone treated
tissue - Kleenex® UltraSoft Facial Tissue that contains “similar inert ingredients at similar
concentrations as those used in Kleenex® Brand Anti-Viral tissue #2.” _

FINDINGS

1. The registrant has submitted the following: Confidential Statements of Formula (CSF) dated
7/5/02 & 10/14/02; flu and cold tissue spike recovery data, dated 10/4/02; sodium lauryl
sulfate and citric acid methods; Data Matrix, EPA Form 8570-35 dated 7/5/02; letters dated
7/5/02 and 10/14/02; Volume 1, Product Identity and Composition, Description of Beginning
Materials, Manufacturing Process, Discussion of Potential impurity Formation, MRID # .
457138-01; Volume 2, Analysis and Certification of Product Ingredients and Analytical
Method to Venify Certified Limits, MRID # 457138-02; Volume 3, Verification of Active
Ingredients, Storage stability and Weight of Dry Tissue; Volume 4, Storage stability and
Weight of Dry Tissue, MRID # 457138-04; the label.

2. The CSF, dated 7/5/02, is obsolete.
3. The CSF, dated 10/14/02, is the revised CSF.
4. The registrant submitted a pre- & post-reaction CSF.

5. The pre-reaction CSF is a virucidal coating containing an aqueous solution of citric acid and

sodium laury! suifate (SLS) ixﬁ_‘

6. The SLS purity has been reported in the pre-reaction CSF. However, the post-reaction CSF
does not report the purity.

7. mt_is removed in the post-reaction CSF. The mixed dry tissue contains Citric acid and
sodium fury sute. The N - .= ¢

the post-reaction.

8. The registrant is requesting a wider range for the Al and its inerts, and they are acceptable.
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9. The followini inerts have not been cleared by the Agency:

10. The registrant has unregistered sources.

11. The manufacturing process that describes the viral coating made from the active ingredients
is shown in volume one (MRID #457138-01) page 17,18,19,20 & 23 of 25.

12. No physical/chemical characteristics were reported except for the information on the CSF.
The data matrix states “not applicable” on the “Genenic Data Matrix.” Therefore, the “End-
use Data Matrix” reported *Not Applicable.”

13. No CAS Nos. were provided for the incns!énd
on the CSF. The study (MRID 45713801, page 4) indicates that the CAS Nos. “will be

provided directly to the Agency by the supplier.” A MSDS of [JJJJJJl s included in the
study. No MSDS for *m found in the study.

14. The registrant states that the certified limits of the‘alls within the
recommended range However, the MRID 45713802 states. that the certified limits for

the“range TOm of the nominal concentration. Caiculation
shows that the upper limit is actually nd the lower limit is”f the nominal

concentration.

15. The registrant had submitted an amendment for the analytical enforcement method, and a “flu
and Cold Tissue Spike Recovery Data’that shows how the method performs when assaying
the Als (sce letter dated 10/14/02) from the tissue.

¥ o [ Il A I
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RECOMMENDATIONS -

1. The CSF, dated 10/14/02, is not acceptable. The CSF consisted of two CSFs for a pre- &
post-reaction CSF.

2. The registrant should clarify that the post-reaction use&—

hen in the pr‘é:;eaction they produce a

3. The registrant must type “ List 4" under the column 12 for the Al citric acid.

4. The registrant should type “pre-reaction™ in addition to the product name in box 3 in the pre-
~reaction CSF.

5. The registrant should type “post-reaction” in add:tion to the product name in box 3 in the
post-reaction CSF.

6. _The registrant needs to provide the CAS numbers for-and ﬂ
ﬁ)n the CSF. —

7. The registrant should report the purity of SLS in the post-reaction CSF.

8. The_and_do not have clearance as inerts.
The registrant must request from the suppliers the following:

* The chemical names of all the components in the ingredient
» The CAS numbers of all theé compenents

» The percentage amounts of each of the components in the ingredient (Total must equal
- 100%, although ranges are acceptable.)

Conclusion

The CSF, dated 10/14/02, is not acceptatle. The CSF and the label have the same nominal.
The registrant must address all requirements, recommendations, and concerns mentioned above.
The SLS is under the title “21 CFR 178.1010 Sanitizing solutions”, and the guideline states that

the compound may be used safely on food-processing equipment and utensils, and on other food-
contact articles, exc

ept milk containers or equipment, as it specifies in the section. The registrant
mast clear e tners [
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1V. PRODUCT CHEMISTRY REVIEW:

9. CONFIDENTIAL STATEMENT OF FORMULA (CS¥):

1a.

Type of manufacturing process and source active ingredient registration

» Non-integrated formulation system (i.e., all TGAI in product are registered) [ x ]
* Integrated production system [ ]

» if “ME-TQO,” specify EPA Reg. # of existing product:

TABLE 1. Product Identity, Compeosition, and Certified Limits

|EODUCT NAME: Kleenex® Brand Anti-Viral Tissue #2 EPA Reg. #: 9402-RN

1b. Clearance of inerts for non-food or food use: _ ,
Cleared for food use under 40 CFR §180.1001: Yes[ ] No{x] NA[ ]

Ingredient name CAS Reg. # PC EPA Ingredient concentration in product, % why Purpose in
(% purity) : Code | Reg.# Nominal Upper limit Lower limit | formulation
Citric acid 77-92-9 021801 1.51 9.11 6.00 Active
Bodium lauryl 151-21-3 079011 2.02 2.44 1.61 Active
. |puifate

~ The chemical identity, composition (including that for the TGATI), density, pH, and

flammability on the CSF are consistent with guidelines in OPPTS Series 830, Part A
and OPPTS 830.7300, 830.7000, and 830.6315 respectively:

Yes[x]* Nol ]

*Note: Not applicable for pH and flammability as indicated on the “End Use Data

lc.

Matrix” in the submission.
14d.

Acceptable [ x ] Not acceptable [ ]
le,

Page S of 8
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Acceptable [ x ] Not acceptable [ ] Not applicable | }

Nominal Concentrations and Certified Limits for active ingredients are:
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10.

1f. For products produced by an integrated formulation system:
* All impurities of toxicological significance have an Upper Certified Limit?
Yes[] No[ ] Notapplicable[x] _
» All impurities of 2 0.1% in the product have been identified?
Yes { ] Nol } Not applicable [ x ]
PRODUCT ILABEL.:
2a. The active ingredients statement (chemical IDs and Nominal Concentrations) on the
label is consistent with the CSF?  Yes[x] No[]
2b. The product contains one of the following: :
» 10% or more of a petroleum distillate:  Yes[ ] - No[x ]
* 1.0% or more of methyl alcohol: Yes[ ] Nolx]
¢ sodium nitrite at any level: Yes[ ] Nojfx]
» atoxic List 1 inert at any level: Yes[ 1 No[x]
* arsenic in any form: Yes[ ] No[x}
2¢. If Yes to any of the above, does the inert ingredients statement contain a footnote
indicating this? Yes[ ] No{ ] Notapplicable [ x ]
2d. The appropriate warning statement regarding flammability or explosive characteristics
of the product are listed on the label? Yes [ | No[ ] Notapplicable [ x ]
2e. The storage and disposal instructions for the pesticide and container are in compliance
with PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses?
Yes[x] Nol ] '
2f.  Does the product require an expiration date at which time the Nominal Concentration

falls below the Lower Certified Limit (based on the one year storage stability data or
other information)? Yes[ ] No[ ]*
*Note: Unknown, storage stability study is in progress.
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11. OPPTS SERIES §830 GUIDELINES:

TABLE 2. Product Chemistry Series 830, Part A

OPPTS Guideline Acceptam;e of MRID No. and other
Information* Source

830.1550 Chemical ID! A 45713801
830.1600 Description of Materials . A 45713801
830.1620 Production Process® NA

830.1650 Formulation Process’ U 45713801
830.1670 Discussion of Impurities* A 45713801
830.1700 Preliminary Analysis® Al 45713802
830.1750 Certified Limits® A 45713802
830.1800 Analytical Method for Als A 45713803

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; NR= not required,
G=data gap; U=requires upgrading; W=waived; E=EPA estimate.

'See Table 1 of Product Chemistry Review for additional information.

*For MP or EP products manufactured by an integrated production system.

*For products manufactured by a non-integrated system (i_e, using a registered TGAI or MP).

‘“May bc waived unless actual/possible impurities are of toxicological concem.

*Five batch analysis required for products produced by an integrated production system.

I different from standard Certified Limits recommended in 40 CFR 158.175, discussed under “Findings” of the

Product Chemistry Review.

Four batches of citric acid, five batches of sedium lauryl sulfate, and three samples of the end-use product were
analyzed.
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TABLE 3. Product Chemistry Series 8§30, Part B

PhysicalChemicat Properties | ORI | T e | oihes source.
830.6302  Color : Not applicable®
830.6303  Physical State A Silicone coated tissue 45713801
§30.6304  Odor Not applicable*
830.6314  Oxidation/Reduction Not applicable
830.6315  Flammability/Fiash Pt | Not applicable* CSF
830.6316  Explodability Not applicable*
830.6317  Storage Stability In progress 45713803,

45713804

830.6320  Corrosion Character Not applicable*
830.7000 pH Not applicable®
830.7100  Viscosity Not applicable"
830.7300  Density/sp. gravity A 26.77 |bs/2880 £ CSF

*Exptlanation: A=acceptable; N=not acceptable; NA=technically not apphcabie NR= Not required
G=duta gap; U=requires upgrading; W=waived; E=EPA estimate.

' Asreported on “End Use Data Matrix”
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DATA EVALUATION RECORD

CITRIC ACID
SODIUM LAURYL SULFATE
(KLEENEX® BRAND ANTI-VIRAL TISSUE #2)

STUDY TYPES: Product Identity and Composition (OPPTS 830.1550)
Description of Beginning Materials (OPPTS 830.1600)
Description of Formulation Process (OPPTS 830.1650)
Discussion of Formation of Impurities (OPPTS 830.1670)
Preliminary Analysis (OPPTS 830.1700) -
Certified Limits (OPPTS 830.1750)
Enforcement Analytical Method (OPPTS 830.1800)

Physical and Chemical Characteristics (OPPTS 830.6302-830. 7950)
MRIDs 45713801, 45713802, 45713803, and 45713804

Prepared for
Antimicrobiats Division
Office of Pesticide Programs
U.S. Environmental Protection Agency
1921 Jefferson Davis Highway
Arlington, VA 22202

Prepared by
Toxicology and Hazard Assessment Group
Life Sciences Division
QOak Ridge National Laboratory
Oak Ridge, TN 37830
- Action No. K396

Primary Reviewer: % C

Susan Chang, M.S. - Signature:
Date:
Secondary Reviewers: d%ﬂ ;l..—..- ﬂ qu
Svlvia Milanez, Ph.D., D.A.B.T. Signature: {__.
Date: SEP 0.9 2002 U
Robert H. Ross. M.S., Group Leader Signature: ._w B

Date: SEP 0 ) 2002
Quality Assurance: _
Lee Ann Wilson, MLA. : Signature: /7 J

- Date: / SEP U J 2002

Disclaimer .
This review may have been altered subsequent to the contractor’s signatures above. ’ *

Oak Ridge National Laboratory managed and operated by UT-Battelle, LLC., for the U.S. Department of Energy under
Contract No. DE-AC05-000R22725.



UNITED STATES ENVIRONMENTAL PROTECTION AGENCY

gD 57,
At Az
Aa 6“,.

WASHINGTON, DC 20460

4 5
AN T
%‘QMP: PREVENTIg:r:EEES%!::]DES AND
¢ ot € TOXIC SUBSTANCES
Antimicrobials Division
September 9, 2002
SUBJECT: PRODUCT CHEMISTRY REVIEW OF: Kleenex® Brand Anti-Viral Tissue
#2
DP Barcode: D284616
Reg. No. or File 9402-RN
Symbol
TGAl/Manufacturing-use Product | | OR End-use Product [ x ]
TO: (Team leader/Regulator)
PM Team ( #)
FROM: (Reviewer), Chemist
Product Science Branch, CT Team
Antimicrobials Division (7510C)
THRU:: Karen P. Hicks, CT Team Leader
Product Science Branch
Antimicrobials Division (7510C})
THRU: Michele E. Wingfield, Chief

Product Science Branch
Antimicrobials Division (7510C)

Product Formulation
Active Ingredients % by wt.
Citric acid - 151%

Sodium lauryl sulfate  2.0%

I. BACKGROUND: The registrant has withdrawn (January 2002) the registration application

for Kleenex® Brand Anti-Viral Tissue (EPA Reg. No. 9402-I) and submitted the required
materials for registration of Kleenex® Brand Anti-Viral Tissue #2 (EPA Reg. No. 9402-RN).
In a letter dated 7/5/2002, the registrant indicates that citric acid is widely used in numerous
foods and sodium lauryl sulfate is used as surfactant in shampoos, skin cleaners, and bath and
shower products. The letter also indicates that the company has marketed a silicone treated
tissue - Kleenex® UltraSoft Facial Tissue that contains “similar inert ingredients at similar
concentrations as those used in Kleenex® Brand Anti-Viral tissue #2.”
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II. FINDINGS:

1. The manufacturing process did not describe how the viral coating was made from the active
ingredients.

2. No physical/chemical charactenstlcs was reported except the mformation on the CSE. The
data matrix states “not applicable”.
3. No CAS Nos. were provided for the inerts

on the CSF. The study (MRID 45713801, page 4) indicates that the CAS Nos. “will be

provided directly to the Agency by the supplier.” A MSDS of-s included in the
study. No MSDS for as found in tudy,

4. No PC codes were found for the inerts
5. The certified upper and lower limits o

mgrcdicnts on the CSF are outside the

recommended range. A “note to reviewer 'in the submission explains the wide limits for the =
active ingredients and the inert

falls within the recommended range
A ¢ the lower limit is
' states that the certified limits for the
concentration.

[t also states that the Ymits of the A GG =
This is incorrect, the upper limit is actually '

f the nominal concentration. In fact, MRID 45713802
range from f the nominal

III. RECOMMENDATIONS:

1. The applicant needs to provide more details of the manufacturing process.

2. The applicant needs to provide CAS Nos. and PC codes for J and E
on the CSF.
3. The applicant nceds to submit the one-year storage stability study results when they are -
completed.

L)

4. If the storage stability study indicates an expiration date is needed, the applicant needs to add
this to the product label. '

5. The applicant needs to explain why physical and chemical characteristics are not applicable.

QAT

IV. PRODUCT CHEMISTRY REVIEW:

6. CONFIDENTIAL STATEMENT OF FORMULA (CSF):

1a. Type of manufaciuring process and source active ingredient registration
« Non-integrated formulation system (i.e., all TGAI in product are registered) [ x ]
* Integrated production system | |
« if “ME-TOO,” specify EPA Reg. # of existing product: :

Page 2 of 6




TABLE 1. Product Identity, Composition, and_Certified Limits

’pnonucr NAME: Kleenex® Brand Anti-Viral Tissue #2  EPA Reg. #: 9402-RN
Ingredient name CAS Reg. # PC EPA Ingredient concentration in product, % w/w Purpose in
(% purity} Code | Reg. # Nominal Upper limit Lower limit formulation
Citric acid ?7-92—_9 021801 7.51 9.11 6.00 Active
Kodium lauryl 151213 [079011 2.02 2.44 ~[1.61 Active
ulfate :
1b. Clearance of inerts for non-food or food use: »

1c.

1d.
Te.

1f.

Cleared for food use under 40 CFR §180.1001: Yes{ ] No[x] NAJ ]

The chemical identity, composition (including that for the TGAI), density, pH, and
flammability on the CSF are consistent with guidelines in OPPTS Series 830, Part A
and OPPTS 830.7300, 830.7000, and 830.6315 respectively: Yes[x]* No[ }
*Note: Not applicable for pH and flammability as indicated on the “End Use Data

Matrix” in the submission.

Nominal Concentrations and Certified Limits for active ingredients are:
Acceptable [ x ] Not acceptable [ ]

Nominal Concentrations and Certified Limits for inert ingredients are:
Acceptable [ x ] Not acceptable [ ] Not applicable [ ]

For products produced by an integrated formulation system:

= All impurities of toxicological significance have an Upper Certified Limit?
Yes[] No[ ] Notapplicable [x]

+ All impurities of > 0.1% in the product have been identified?
Yes[] Nol} Not applicable [ x ]

7. PRODUCT LABEL.:

2a.

The active ingredients statement (chemical 1Ds and Nominal Concentrations) on the
label is consistent with the CSF?  Yes[x] No[] '

1l
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2b.

2c.

2d.

2e.

2f.

The product contains one of the following:

» 10% or more of a petroleum distillate:  Yes[ ] No[x]
+ 1.0% or more of methyl alcohol: Yes[ ] Noix]
» sodium nitrite at any level: Yes[ ] No[x]
+ atoxic List 1 inert at any level: Yes[ ] No{x]
« arsenic in any form: Yes{ | No[x]

If Yes to any of the above, does the inert ingredients statement contain a footnote
indicating this? Yes[ ] No[ ] Notapplicable [ x ]

The appropriate waming statement regarding flammability or explosive characteristics
of the product are listed on the label? Yes[ ] No[ ] Notapplicable [ x ]

The storage and disposal instructions for the pesticide and container are in compliance -

with PR Notice 84-1 for household use products or PR Notice 83-3 for all other uses?
Yes{x] No [ ]

Does the product require an expiration date at which time the Nominal Concentration
falis below the Lower Certified Limit (based on the one year storage stability data or
other information)? Yes[ ] No[ J*

*Note: Unknown, storage stability study is in progress.
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8. OPPTS SERIES §830 GUIDELINES:

TABLE 2. Product Chemistry Series 830, Part A

OPPTS Guideline Acceplanc'e of MRID No. and other
Information* Source

830.1550 Chemical 1D’ A 45713801
'830.1600 Description of Materials U 45713801
830.1620 Production Process® ‘ NA

830.1650 Formulation Process’ u 45713801
830.1670 Discussion of Impurities* ' A - | 45713801
830.1700 Preliminary Analysis® Al 45713802
830.1750 Certified Limits® A 45713802
830.1800 Analytical Method for Als A 45713803

*Explanation: A=acceptable; N=not acceptable; NA=technically not applicable; NR= not required,
G=data gap; U=requires upgrading; W=waived; E=EPA estimate.

'See Table 1 of Product Chemistry Review for additional information,

*For MP or EP products manufactured by an integrated production system.

IFor products manufactured by a non-integrated system (i.e., using a registered TGAI or MP).

*May be waived unless actual/possible impurities are of toxicological concern.

*Five batch analysis required for products produced by an integrated production system.

SIf different from standard Certified Limits recommended in 40 CFR 158,175, discussed under “Findings” of
the Product Chemistry Review.

Four batches of citric acid, five batches of sodium lauryl sulfate, and three samples of the end-use product were
analyzed.
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TABLE 3. Product Chemistry Serics 830, Part B

PuysicalChenica roperts | Aettnse [ Vet dutiaie [ MRID o g

§30.6302  Color Not appticable*

830.6303  Physical State A Silicone ceated tissue 45713801

830.6304  Odor Not applicable

830.6314  Oxidation/Reduction Not applicable*

8306315  Fiammability/Flash Pt Not applicable’ CSF

830.6316  Explodability Not applicable’

830.6317  Sterage Stability In progress 45713803,
45713804

8306320  Corrosion Character Not applicable® '

8307000 pH Not applicable"

830.7100  Viscosity Not applicable*

830.7300  Density/sp. gravity A 26,77 1bs/2880G i CSF

*Explanation; A=acceptable; N=not acceptable; NA=technically not applicable; NR= Not required
G=data gap; U=requires upgrading; W=waived; E=EPA estimate.

! Asreported on “End Use Data Matrix”
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:Page '_ is not included in this copy.

'-'Pages 52 I through _GQQZ are not included.

,The materlal .not included oohtuins the following type  of
1nformat10n' - R .o

___; Identlty of product 1nert 1ngred1ents.'
___;_Identlty of preduct 1mpur1t1es.

: Descrlptlon of the product manufacturlng process.
Descrlptlon of quallty control procedures. | -:- , i
Ident;ty of the source of product 1ngrod;ents; |
Sales or other'commercial/financial information.

A draft product label.

The product confldentlal statement of fortiula.
Informatlon about a pendlng reglstratlon action.
FIFRA reglstrat1on data. ‘

,'|4 The aocument is a dupllcate ‘of page(s) {Qf'J

The document 15 not respon51ve to the request.'

The 1nformatlon not included is generally con51dered confldentla
by product registrants.: If you have any questions, please contac!
the individual who prepared the response to your request,
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JPage 8 is not included in- thls copy.

'iPages . - through _ are not included.

-_.The' materlal -not included contains the'-following type . of
1nformatlon' : S - L e -

Ideptity of product 1mpur1t1es.

- Descriptioo of the product manufacturlng process.
Description of quallty control procedures.
identitp of the source of product lngred;ents:
Sales or other'commercial/financial information.
‘A draft product 1abei,' |

Tr_The_product confidential'statement of fortula.
Ioformation-about'a pending regietration action.
FI FRA _r_eg.istration data. |

- Tﬁe doéument'is a duplicate'of page(s) B .

-14 _Identrty.of product 1nert lngredlents

The document is not responsive to the request.

The information niot included is generally con51dered confidential
by preoduct registrants.: If you have any guestions, please contact
the 1nd1v1dua1 who prepared the response to your request.




L EW I S 1-22 C Sireet, N.W., Suite 740
( ;2 Whashington, D.C_ 20001
H A R RI S O N telephone 202.393.3903
fax 202.393.3506

Consullanis In Government Alfairs

October 14, 2002

Juan Negron, Chemist

Product Registration Branch
Antimicrobial Division (7510C)

Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway, CM#2
Arlington, VA 22202

re:  Kleenex® Brand Anti-Viral Tissue #2
EPA File Symbol No. 9402-RN
Registrant: Kimberly-Clark Corporation
Product Chemistry Issues

Dear Juan:

I am writing you as a follow-up to our telephone conference call on Wedne-sday, October
2" regarding certain product chemistry issues you raised concerning Kleenex® Brand Anti-
Viral Tissue #2. The specific issues and Kimberly-Clark’s responses are detailed below:

Issue #1

Regard Study Volume #3, MRID No. 45713803 (and Study Volume #4, MRID No.
45713804) the following information/clarification should be provided:

. Explain how the bromophenol blue {item 2.2.5 on page 23 of 31) is prepared and
whether the percentage is weight volume or volume/volume.

. Identify catalog numbers for the laboratory glassware.

. Explain what the number "10" signifies in the equation under item 8.4 on

page 27 of 31.




. Clarify the use of the "blank titer" in the equation under item 7.0 on page 24
of 31.
. Explain in more detall th_e sample preparation procedure.
. Explain how the percentages of citric acid and sodium lauryi sulfate are calculated.

Kimberiy-Clark Response

The requested information on bromophenol blue is provided in the revised Standard
Operating Procedure (SOP} No. 11.5.3, which is attached. The catalog numbers are also
provided in the revised SOP in the Equipment section {item 3.0). The "10" in the equation
in item 8.4 is the dilution factor and is now shown, inrevised SOP No. 11.6.3,as DF . The
use of the blank titer should not be an issue since the titration for sodium lauryl sulfate is
a back titration and does not involve the use of a blank tissue. The sample preparation is
described in more detail in SOP No. 11.6.3, item 6.0. The procedures to determine the
percentages of citric acid and sodium lauryl sulfate in the treated tissue are provided in
items 8.5 and 8.6 for SOP No. 11.6.3 and in item 7.2 for SOP No. 11.5.3.

Issue No. 2

Provide information from a spiking study that shows recoveries of citric acid and sodium
fauryl sulfate from treated tissue.

Kimberly-Ciark Response
A spiking study showing adequate recoveries is attached.

Issue No. 3

Provide a "pre-reaction” or "pre-toading” {onto the tissue) CSF that will account for the-
water in the sodium lauryl sulfate

Kimberly-Clark Response
The pre-reaction or pre-loading CSF for the virucidal coating is attached. Note that the
water is lost during the drying of the tissue after the virucidal coating has been added.

Issue No, 4 :
Provide an explanation for the certified limits proposed on the finished product CSF. )
Kimberly-Ciark Response -0

The rationale for the expanded certified limits is attached. In addition, please note that a
revised CSF for the finished product that identifies the actual percentage of citric acid that
has been added is also enclosed.



Issue No. 5

Kimberly-Clark Response

Itis curunderstanding that the supplier's of these substances has provided this information
directly to the Agency.

Issue No_ 6 -
Ciarnfy the manufacturing process, in particular, how the virucidal coating is added.

Dodedg

Kimberly-Clark Response
As we discussed during our telephone conversation on October 2™, the virucidal coating

is added using ames process is described on page
23 of 25 of the Confidential Appendix of Volume 1.

If you need any additional information, please contact me at (202) 393-3903, ext. 14.

BV

Y
- B
AR Sincerely,
het
d K
' Eliot I. Harrison
Agent for Kimberly-Clark
a5
I
3
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JPage - is not included in thls copyo

'-’Pages M_ through ;ﬁ? are not included.

- Descrlptlon of quallty control procedures.

‘.AThe materlal - ot included contalns _the -following type of

1nformatlon-

: :_Identlty of product 1nert 1ngred1ents.'_'
Identlty of product 1mpur1t1es.

Descrlptlon of the product manufacturlng process.

Identlty of thﬂ source of product 1ngred1ents:
Sales or other commerc1a1/f1nan01al information.

A draft product 1abe1. : _
~_..The product confidential statement of fortiula.
Information.about-a pending regiétration action,

/_ FIFRA registration data.
- The document is a dupllcate of paqe(s)

The document 15 not respon51ve to the request.'

The 1nformatlon not 1nc1uded is generally con51dered conf1dent1a1
by product registrants. If you have any questions, please contact
the individual who prepared the response to your request.




L E W l S % 122 C Street, NLW., Suite 740
(_, - washington. D.C. 20001
141 /\ R R l S O N telephone 202.393.3903
- . fax 202.393.3906

Consultants in Government Atfairs

Tuly 23, 2002

Adam Heyward, Product Manager (34) -
Regulatory Management Branch #2
Antimicrobial Division (7510C)

Office of Pesticide Programs

Environmental Protection Agency

1921 Jetferson Davis Highway, Crystal Mall #2
Arlington, VA 22202 '

re: Product: Kleenex® Brand Anti-Viral Tissue #2
Applicant: Kimberly-Clark Corporation
EPA File Symbol Number: 9402-

Data Transmittal Letter for Resubmission of Study Supporting
FIFRA Section 3 Registration of a New End-Use Product

Dear Mr. Heyward:

On behalf of Kimberly-Clark Corporation, I am resubmitting three (3) copies of the following study:
» . Volume 1 of 1

Consumer Survey: Facial Life Study, Project FACT (Flu and Cold Tissue}

MRID#

Please note that the study now includes the required “Supplemental Claim of Data Confidentiality™.

If you have any questions regarding this submission, please contact me at {202) 393-3903, ext. 14.

Sincerely,

@

Eliot . Hamison
Agent for Kimberly-Clark Corporation



‘ ,\l(}p«

E W l S & 122 C Street, NW., Suite 740
L Washington, D.C. 20001
H A R R l S O N telephone 202.393.3903

) fax 202.393 3906
Caonsullants in Government Affairs

HAND-DELIVERED BY COURIER

July 5, 2002

Adam Heyward, Product Manager (34)
Regulatory Management Branch #2 seeL ot
Antimicrobial Division (7510C) o T
Office of Pesticide Programs ' ' '
Environmental Protection Agency :
1921 Jefferson Davis Highway, Crystal Mall #2 : o Ce

Arlington, VA 22202

re: Product: Kleenex® Brand Anti-Viral Tissue #2
Applicant: Kimberly-Clark Corporation
EPA File Symbol Number: 9402-
Registration Application for New End-Use Product

Dear Mr. Heyward:

On behalf of Kimberly-Clark Corporation (KCC), I am submitting a registration application, under
Section 3 of the Federal Insectictde, Fungicide and Rodenticide Act (“FIFRA™) for the new end-use
product, Kleenex® Brand Anti-Viral Tissue #2. The product is a virucidal tissue. KCC believes that
the product will provide an important public-health benefit especially during “cold” season. This
submission and its contents contain confidential business information of KCC,

Please note that in December, 2001, KCC submitted a registration application for Kleenex® Brand
Anti-Viral Tissue (EPA File Symbol No. 9402-1). Kleenex® Brand Anti-Viral Tissue #2 contains
the same active ingredients as Kleenex® Brand Anti-Viral Tissue but different inert ingredients.
Consequently, a separate registration application, including product-specific studies, are being
submitted for Kleenex® Brand Anti-Viral Tissue #2.  The registration application for Kleenex®
Brand Anti-Viral Tissue was voluntarily withdrawn by KCC in January, 2002,

was held on February 6, 2001. KCC’s meeting minutes and the Agency’s response are presented in

As you may recall, a meeting to discuss the registration requirements for an antiviral tissue product yii
Attachment 1. u



In support of the registration application for Kleenex® Brand Anti-Viral Tissue #2, the following
 administrative documents and studies are being submitted:

Administrative Documents

. Application for Pesticide Form,

. Confidential Statement of Formula (including attachment describing the derivation of
active and inert ingredient concentrations).

. Certification with Respect to Citation of Data Form.

. Data Matrix (both generic- and product specific matrices are included).
. Proposed Product Label (5 copies).

. Agent Authorization Letter.

Studies (3 copies of each study are beine submitted)

. Product Chemistry - the individual studies are listed on the attached data transmittal
letter.

. Acute Toxicity - the individual studies are listed on the attached data transmittal letter.

. Efficacy - the individual studies are listed on the attached data transmittal letter. Please

note that a summary report from a consumer survey sponsored by KCC (Volume 18 ) that
evaluated time-frames for tissue disposal is also being submitted. The consumer survey
report supports the 15-minute contact time that is necessary for product efficacy.

. Summary of acute toxicology studies including comments on the eye irntation study and
the waiver request for the acute inhalation study.

. Genenic toxicity waiver request.
. Exposure assessment concemning the manufacture and use of Kleenex® Brand Anti-Viral
Tissue #2.



Labeling Issues

There are two labeling issues that are cnitical to this application. First, KCC is requesting that the
Agency not require the “Keep Out of Reach of Children” or “KOROC” statement, pursuant to 40
C.F.R. §156.66, on the product label. There are several reasons for not requiring the KOROC
statement.

. The active ingredients in Kleenex® Brand Anti-Viral Tissue #2 have been extensively
reviewed by the Agency and are considered “minimum risk pesticides” pursuant to FIFRA
Section 25(b) and 40 C.F.R. §152.25(g). Consequently, both of these active ingredients can
be currently marketed in pesticide products that do not have to be registered under FIFRA
and, therefore, do not have to include the KOROC statement in their labeling.

. Citric acid is widely used in numerous foods consumed by children such as beverages, ice-
cream, candy, and baked goods and sodium lauryl sulfate 1s used as a surfactant in shampoos,
skin cleansers and bath and shower products. Consequently, child exposure to both citric
acid and sodium lauryl sulfate is widespread. A search of toxicological data bases did not
reveal any information associating either citric acid or sodium laury] suifate with adverse
effects in children.

. For several years, KCC- has marketed a silicone ‘treated tissue, under the brand name
Kleenex® UltraSoft Facial Tissue, that contains similar inert ingredients at similar
concentrations as those used in Kleenex® Brand Anti-Viral Tissue #2. There have been no
repotts from consumers or other public-health related individuals to KCC of any untoward
effects in children from the use of the silicone treated tissue. In this regard, it shouid be
noted that KCC maintains a state-of-the-art system for obtaining and evaluating consumer
.complaints Accordingly, it is highly likely that the KCC system would have captured any
consumer incidents.

. The nature of the product - tissue - makes 1t unilikely that the KOROC statement will have
any positive benefit. Either consumers will ignore the statement since the product is a tissue
or consumers will avoid the product since a tissue that must be kept away from children will
be viewed as hazardous and/or useless.

. Finally, consistent with the revised labeling regulations (40 C.F.R. §156.66), the product
meets the criteria of intended use on children, which is one of the authorized basis upon
which the KOROC statement can be waived.



The second criticat label issue 15 the “'signal word”. KCC is requesting that the Agency not require
a signal word for Kleenex® Brand Anti-Viral Tissue #2. As you are aware, the Agency no longer
requires a signal word for Category IV products (40 C.F.R §156.64). The acute oral, dermal, and

" primary skin irritation studies conducted with Kleenex® Brand Anti-Viral Tissue #2 were all
Category IV and the product is not a dermal sensitizer. Although mild irritation was observed in the -
eye imtation study, the study director noted that the 1rritation was likely an artifact of the test system
rather than a real effect due to the test substance. Accordingly, the study director has provided KCC
with an opinion that the eye imitation study should probably be classified as Category IV. A copy
of study director’s comments is included in the summary document for the acute toxicology studies.
Additionally, this effect is noted in the conclusion to the study report.

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14.

. Hammison
Agent for Kimberly-Clark
Corporation



) W [ % & 122 C Streel, NV, Suite 740
L _ C { Washington, D.C. 20001
l S O N tefephone 202.393.3203
141 A fax 202.393.3906

Consultants in Government Alfairs

July 5, 2002

Adam Heyward, Product Manager {34)
Regulatory Management Branch #2

" Antimicrobial Division {(7510C)
Office of Pesticide Programs
Environmental Protection Agency
1921 Jefferson Davis Highway, Crystai Mall #2
Arlington, VA 22202

re:

Product: Kleenex® Brand Anti-Viral Tissue #2

Applicant: Kimberly-Clark Corporation

EPA File Symbol Number: 9402-

Data Transmittal Letter for Studies Supporting FIFRA Section 3 Registration
of a New End-Use Product

Dear Mr. Heyward:

On behalf of Kimberly-Clark Corporation, I am submutting three (3) copies of the following studies:

Product Chemistry

Volume | of 18 :

Kleenex® Brand Anti-Viral Tissue #2: Product Identity and Composition, Description
of Beginning Matenals, Manufacturing Process and Discussion of Impurity Formaticen
MRID#

Volume 2 of 18
Kleenex® Brand Anti-Viral Tissue #2: Analysis and Certification of Product Ingred:ients-and
Analytical Method to Verify Certified Limits i T
MRID# T :

Volume 3 of 18 co .
Silicone Coated Tissue: Verification of Active Ingredients, Storage Stability and .--.
Weight of Dry Tissue _ :

MRID# T




. Volume 4 of 18 _
Silicone Coated Tissue: Storage Stability and Weight of Dry Tissue
MRID#

Exposure Studv

. Volume S of 18
Kieenex® Brand Anti-Viral Tissue #2: Potential Exposure to the Product’s Active
Ingredienis Duning Manufacture and Use
MRID#

Teoxicology Studies

. Volume 6 of 18
Waiver Request for Genenic Toxicity Data
MRID#

. Volume 7 of 18

Kleenex® Brand Anti-Viral Tissue #2: Summary of Acute Toxicology Studies and
Waiver Request for Acute Inhalation Study
MRID#

. Volume 8 of 18
Acute Oral Toxicity/I.D50 in Rats
MRID#

» Volume 9 of 18
Acute Dermal Toxicity/LD50 in Rats
MRID#

------

-------

» Volume 10 of 18 .- ’

Acute Eye Irmitation in Rabbits R
MRID#



Toxiceology Studies (cont.})

. Volume 11 of I8
Acute Dermal Irritation in Rabbits _
MRID#

. Volume 12 of 18
Delayed Contact Sensitization Test - Buehler Method
MRID#

Efficacv Studies

. Volume 13 of 18
Virucidal Efficacy of Facial Tissue - For Treated and Untreated Tissue Against
Rhmovirus 1A, ATCC VR-1364
MRID# ¢

. Volume 14 of 1§
Virucidal Efficacy of Facial Ttssue For Treated and Untreated Tissue Against
Rhinovirus 2, ATCC VR-482
MRID#

. Volume 15 of 18
Virucidal Efficacy of Facial Tissue - For Treated and Untreated Tlssue Against
Influenza A, ATCC VR-1469
MRID# .

v Volume 16 of 18 .
Virucidal Efficacy of Facial Tissue - For Treated and Untreated TISSUC. /‘ 731nst
Influenza B, CDC ID# 2001701156 :
MRID# meeesa



. Volume 17 of 18

Virucidal Efficacy of Facial Tissue - For Treated and Untreated Tissue Against
Respiratory Syncytial Virus, ATCC VR-26
MRID#

. Volume 18 of 18
Consumer Survey: Facial Life Study, Project FACT (Flu and Cold Tissue)
MRID# -

If you have any questions regarding this submission, please contact me at (202) 393-3903, ext. 14.

Sincerely,

Eliot ["Harrison
Agent for Kimberly-Clark Corporation

......

aaaaa



Pleasc read instruclions on reverse befors campleling form.

Form Approved, OMB No. 2070-0060. Approval expires 05-31-98

< EPA

United Stales
Environmental Protection Agency
Washington, DC 20460

X] Registration
] Amendment
[J Other

QPP Identifier Number

293870

Application for Pesticide — Section |

1. Company/Product Number
9402-xx AN

2. EPA Product Manager

3. Proposed Classification

Adam Heyward
- 4. CompanyfProduct {Name} PM# |E N | | .
e - . R d
Kleenex® Brand Anti-Viral Tissue #2 Tedim 34 one estricle

5. Name and Address of Applicant (fnclude ZIP Code)
Kimberly-Clark Corporation

2100 Winchester Road

Neenah, W1 54957

POINT" LISTED BELOW
[ ] check if this is a new address

PLEASE SEND ALL CORRESPONDENCE TQ “"CONTACT

to:
EPA Regq. No.

Product Name

6. Expedited Review. In accordance with FIFRA Section 3(c)(3)
(b)(1), my product is simitar or identical in composition and labeling

Section - Ii

E:] Amendment - Explain below.
D Resubmission in response 1o Agency letter dated
j Notification — Explain below.

[:] Final printed labels in response lo Agency letter dated

{_] “Me Too" Agplication
Other - Explain below

regarding the application.

Explanation: Use additional page(s) if necessary. (For Section | and Section 11.)
Registration application for new end-use product, which 1s a virucidal tissue. Refer to the cover letter for details

Section - llf

1. Material This Product Will Be Packaged In:

Child-Resistant Packaging Unit Packaging

Water Soluble Packaging
E’ Yes

@No

Yes* Yes
X no No
If “Yes"

*Certification must
be submitted

Unit Packaging wol.

No. per
containgr

If “Yes®
Package wgt.

No. per
container

2. Type of Container

L] Metal ;
) Plastic’

D Glass

Eﬂ Paper

(] otner (Specify)

: "3_ Location of Net Contents Information
Q Label D Container

4. Size(s) Retail Container

1-150 tissues per retail container X) on Laber

5. Location of Label Directions

D On labeling accompanying product

B. Manner in Which Label is Affixed to Product

&
[

7] Paper glued

Lithograph

B4 Other _Frinted on baox, overwrap _or bag

Siendiled

Section - IV

1. Coniact Point (Complete items directly below for identification of individual to be contacled, if necessary, to process this applicalion)

under applicable law.

1 certify that the statements | have made on this form and all attachments thereto are true, accurate and complete. |
acknowledge that any knowingly false or misleading staterment may be punishable by fine or imprisocnment or both

2. Signature

W/&ffw—

3. Title

Apent for Kimberly-Clark Corporation

4. Typed Name '
Eliot Harrison, Lewis & Harrison.

5. Date
July 5, 2002

Name Eliot Harrison, Lewis & Harrison Title Telephone No. {Include Area Code)
122 C Street, NW ~ Suite 740, Washington DC 10001 Agent for Kimberly-Clark Corporation 202-393-3903 x14
Certification 6. Qate Application

Received
{Stamped)

EPA Form 8570-1 (Rev. 8-94) Previous editions are obsolete

White- EPA File Cony (original)  Yellow- Applicant Copy




"’ .1 M SIreer, 5.V,
WASHINGTON, D.C. 20460 .
Paperwork Reduction Act Notlce: The public reporling burden for this collection of informalion is eslimated lo average 0.25 hours per response for registration activities ang 0.25 hours per response for

reregistralion and special reviaw activities, including time for reading the instructions and compleling the necessary forms. Send comments regarding the burden estimate or any other aspect of this cotlection
of information, including suggestions for reducing the burden to: Direclor, OPPE Informalion Management Division (2137), U.S. Environmental Protection Agency, 401 M Streel, 5.W., Washinglon, DC 20480,

Do not send the form to this address.
GENERIC DATA MATRIX

Date July 5, 2002 EPA Reg. No./File Symbol 9402 - (not yet assigned; | Page 1 of 2

Applicant’s/Registrant’'s Name & Address: Product
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wi 54957 Kleenex® Brand Anti-Viral Tissue #2

Ingredient{s): Citric Acid (CASRN 77-92-8, Chemical Code 081801}
Guideline Referenca Number | Guideline Study Name MRID Number Submitter | Status | Note

Kimberly-Clark Corp, (#38402) QWN Study Volume 1
-— --- Footnote 1
-— Footnote 1

Kimberiy-Clark Corp. (#8402} OWN Study Volume 2

Kimberly-Clark Corp. (#5402} OWN Study Volume 2
Footnote 2

Kimberly-Clark Corp. (#8402} OWN Study Volume 2
- Footnote 3

- —m Footnote 4

Footnote 4

Footnote 4

- Footnote 4

Footnote 5

— Footnote &

Footnote 5

- Footnote 5

Footnote 5

Footnote 8

- -—-- Footnote 5

- Fooinote 5

--- - Footnote §

— Footnote 5

Foolnote 5

.- Footnote 8

Signature Name angd Titte: Eliot Harrison, Lewis & Harrison Date
Agent for Kimberly-Clark Corp. July 5. 2002

EPA Foim B570-45 (9-97 } Badlronic ard Paper versions available. Submil orly Papor versian, - Agancy nternat Use Gopy



UNITED STATES EN' DNMENTAL PROTECTION AGENCY Form Approved OME Ne. 2U70-0U50

o Y
\‘”’ - i M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated to average 0.25 hours per response far registration activities and 0.25 hours per response for
reregistration and special review aclivities, including time for reading the instrugtions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collect:or:
of information, including suggestions for reducing the burden to: Direclor, OPPE Information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, S W., Washington, DC 20480,

Do not send Lhe form o this address.

GENERIC DATA MATRIX

Date July 5, 2002 EPA Reg. No./File Symbol 9402 - (not yet assfgned} l Page 2 of 2
Applicant's/Registrant's Name & Address: Product
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wl 54957 Kleenex® Brand Anti-Viral Tissue #2

Ingredient{s). Citric Acid (CASRN 77-92-8, Chamical Code 081801}
Guideline Referenca Number. | Guideline Study Name | MRID Number i_Submitter | Status | Note
FOCTNOTES:
Name and Title: Eliet Harrison, Lewis & Harrison Dale

Signature ;
7 Agent for Kimberly-Clark Corp. July 5, 2002 B
7 Agency Imtarnal Use Copy

EFA Form BS7YD.35 (9-97) Eleg € ang Rafier versions available, Submil only Paper version.




J1 W DIreer, SV,

bl d WASHINGTON, D.C. 20460 .
Paperwork Reduction Act Notice: The public reporting burden for this cotleclion of information is estimated lo average 0.25 hours per response for regisiration aclivities and 0.25 hours per response for
reregistration and special review activities, including time for reading the instruclions and completing the necessary forms. Send comments regarding the burden estimate or any cther aspect of this colleclic
of information, including suggestions for reducing the burden lo: Director, OPPE Information Management Division {2137), U.S. Enviranmenlal Protection Agency, 401 M Street, S.W., Washingtan, OC 2046G.
Do not send the form to this address.
GENERIC DATA MATRIX .
Date July 5, 2002 EPA Reg. No./File Symbal 9402 - ____ {not yet assigned) l Page 1 of 2
Applicant's/Registrant’s Name & Address: Product
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wl 54957 Kleenex® Brand Anti-Viral Tissue #2
| Ingredient(s): Citric Acid (CASRN 77-92.9, Chemical Code 081801)
Guideline Reference Number | Guideline Study Name | MRID Number | Submitter | Status t Note .
40 CFR § 158.150-158.190 PRODUCT CHEMISTRY .
B30-1550/61-1 Product Identity and Composition y Kimberly-Clark Corp. (#9402) OWN Study Volume 1
830-1600/61-2 Description of the Materials Used 1o Produce the Proguct Not Applicable --- --- Footnote 1
830.1650/61-2 Desgriplion of the Manufacturing Process Not Applicable | - - Footnote 1
B30.1670/61-3 Discussion of. Formation of Impurities . Kimberly-Clark Corp. (#9402) OWN Study Volume 2,
B30.1700/62-1 Preliminary Analysis . Kimberly-Clark Carp. (#9402) OWN Study Volume 2
830.1750/62-2 Certified Limits Not Applicable - --- Footnote 2
830.1800/62-3 Enforcement Analytical Method * Kimberly-Clark Carp. (#9402) OWN Study Volume 2
830.6302-6321 Chemical and Physical Properties Not Applicable —— - Footnote 3
40 CFR § 158.45%0 ECOLOGICAL EFFECTS
850.2100/71-1 Acute Avian Toxicity: Bobwhite Quail / Mallard Duck Not Applicable o - Footnote 4
850.2200/71-2 Subacute Avian Toxicity: Bobwhite Quail / Maltard Duck Not Applicable — - Footnote 4
850.1010/72-2 Acute Toxicity to Freshwater Invertebrates Not gpplicable e .- Footnote 4
850.1075,850.1025,850.1035/72-3 | Acute Toxicily - Estuarine/Marine Crganisms Not Applicable —— - Footnote 4
40 CFR § 158.340 TOXICCLOGY
870.3100/82-1 Subchronic Oral Toxicity, 90 Day — Rodent!Nonrodent Waiver Regquest - .en Footnote 5
B70.3200/82-2 Repsated Dose Dermal Toxicity Waiver Request - - Footnote 5
B70.3250/82-3 Subchronic Dermal Toxicity, 90 Days Waiver Request — e Footnote 5
870.3465/82-4 Subchronic Inhalation Toxicity, 80 Days Waiver Request Footnote 5
870.6100/82-5 90 Day Neurotoxicity Waiver Request J— —— Footnote 5
8v0.4100/831 Chronic Feading Waiver Request —— — Foothote 5
870.4200/83-2 Oncogenicily Waiver Request o - Footnote 5
870.3700/83-3 Teralogenicity / Developmental Toxicity Waiver Request —— --- Footnote 5
870.3800/83-4 Reproduction and Ferilily Effects Waiver Request - . Footnote 5
870.5100-870.5915/84-2 Genetic Toxicity Waiver Request — . Footnote 5
870.7485/85-1 Metabolism and Pharmokinetics Waiver Request —- — Footnote 5
40 CFR § 158.290 ENVIRONMENTAL FATE
835.2110/161-1 Hydrolysis : Not Applicable -—- - Footnote 6
252
Signature Name ang Title: Eliot Harrison, Lewis & Harrison Date
g,\;]\% Q%Z// Agent for Kimberiy-Clark Corp. July 5; 2002

EPA Form B570-35 (9-97) Electtonic and Paper versions availabie. Submil only Paper version.

Agenty Intarnal Use Copy




a1 UNITED STATES EN' IJNMENTAL PROTECTION AGENCY Form Approved OMB No. 2070-0060
\‘" .+ M Street, SW. -
WASHINGTCN, D.C. 20460
Paperwork Reduction Act Notice: The public reporing burden for this collection of information is eslimated to average .25 hours per response for registration activities and 0.25 hours per response for

reregistration and special review aclivities, including time for reading the instructions and compleling the necessary forms. Send comments regarding the burden estimate or any other aspect of this collection
of information, including suggestions for reducing the burden lo: Director, OFPE Information Management Division {2137), U.S. Environmental Pratection Agency, 401 M Street, 8. W., Washington, DC 20460.

Do not send lhe form to this address.

]

GENERIC DATA MATRIX

Date  July 5, 2002 EPA Reg. NoJFile Symbol 9402 - (not yet assigned) [ Page 2 of 2

Applicant’s/Registrant’s Name & Address: Product

Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wl 54957 Kleenex® Brand Anti-Viral Tissue #2

Ingredient(s): Citric Acid (CASRN 77-92-9, Chemical Code 081801) )

Guideiine Reference Number | Guideling Study Name | MRID Number | Submitter [ Status [ Note -
FOOTNOTES:

* This study is being concurrently submitted with this Data Malrix; therefore, no MRID number has yet been assigned by the US EPA

1 Manufacturing process information is not applicable since the citric acid used in Kleenex® Brand Anti-Viral Tissue #2 meets both pharmaceutical grade (USP)
and food-grade (FCC) requirements. Additionally, citric acid is considered a "minimum risk pesticida” under 20 CFR Part 152.25(g). Since pesticide products thal
meet the provisions of 152.25(g) are not required to provide manufacturing process informatien, there is no basis for requiring such information for products that
contain 152.25(g) active ingredients but do not qualify as exempt products under 152.25{g) for reasons unrelated to the manufacturing process. In this situation,
Kleenex® Brand Anti-Viral Tissue #2 is not eligible for the 152.25(g) exemption since the product makes public-health related claims and contains inert
ingredients that are not listed on List 4.

2 Cefrtified limits are not applicable since citric acid is a part of an integrated manufacturing process to make &n eng-use product, Kleenex® Brand Anti-Viral Tissue
#2. Please note that certified limits for citric acid are provided in the end-use product.

3 Chemical and physical property data on citric acid was provided in the Reregistration Eligibility Documents (RED's) for this active ingredient. In addition, citric
acid is not being separately registered as a manufacturing-use product {MUP), but is used, as indicated above, in an integrated manufacturing process.

4  Avian and aquatic studies are not applicable since the use pattern for the end-use product, Kleenex® Brand Anti-Viral Tissue #2, is indoor and there is not
potential for avian or aquatic exposure. '

5  The rationale for waiving the generic foxicology studies is provided in Study Volume 7.
6 The Agency has previously waived all environmental fate data requirements, including the hydrolysis study, for citric acid.
Signature ( Name and Title: Eliot Harrison, Lewis & Harrison Date
Agent for Kimberly-Clark Corp. July 5, 2002

EPA Form 8570-35 [9-57) ElectroMic and Paper versions Bvailable. Submil only Paper version, Agency Intornal Use Copy



DEC 21 2081 15:685 FR WOF2 FAM CARE 9297215124 TO 912423933586 P.B2 62

€ Kimberly-Clark

December 20, 2001

Adam Hevyward, Product Manager {34)
Regulatory Management Branch #2

" Antimicroblal Division (7510C) -
Office of Pesticide Programs.
Environmental Protection Agency
1821 Jefferson Deavis Highway #2
Arlington, VA 22202

re:  Agent Autharization
Company: Kimbery-Clark Corporation
Product: Kieenex Ant-Viral

Bear Mr, Heyward:

This etter authorizes Eliot Harrison of Lewis & Harrison, 122 C St., N.W ., Suite #740, Washington,
DC, 20001 to act as Kimberly-Clark's agent regarding the FIFRA Secticn 3 regisiration
application for Kleenex Anti-Viral.

If you have any questions regarding this authorization, please contact me at (820) 721-8835.

Y -

Kent E. Willetts
Kimberty-Clark Corporation
2300 Winchester Road
P.0. Box 2007

Neenah, WI| 54857-2007

Kimbarly-Clark Carporation 2300 Winchester Road  PO. Bax 2007 Neenzh, Wisconsin 54857-2007
19204 723-2000

wedr TOAT [a oV ol ol s



Form Approved OMB No. 2070-00
Vo ) UNITED STATES ENVIRONMENTAL PROTECTION AGENCY
\‘r’ . 401 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduclion Act Notice: The public reporling burden for this collection of information is estimated to average 1.25 hoirs per response for
registration aclivities and 0.25 hours per response for reregistration and speciat review activities, including time fo. reading the instryctions ai.d completing
_the necessary forms. Send comments regarding the burden estimate or any other aspect of this collection of inZarmation, includ:ng suggesiions for reducing

the burden to: Director, OPPE Information Management Division (2137), 1.5, Environmental Protection Agency, 401 M Street, & W _, Washingty, DC 204560.
0o not send the form 1o this address.

Certification with Respect to Citation of Data

Applicant's/Registrant's Name: EPA Regis'ration Number' File Symbo

Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, WI 54957 9402-XX .
Active Ingredient(s) and/or representative test compound(s): Date

Citric acid, Sodium lauryl sulfate July 5, 2002

General use pattemn(s) (list all those claimed for this product using 40 CFR Part 158) Product Name

Indoor, Non-Food Kleenex® Brand Anti-Viral Tissue #2

NOTE: M your product is a 100% repackaging of another purchased EPA-registered product labeled for alt the same uses on your label, you
do not need to submit this form. You must submit the Formulator's Exemption Statement {(EPA Form 8570-27).

[l 1amresponding to a Data Call-In Nofice, and have included with this form a list of companies sent offers of compensatian {the Data
Matrix form should be used for this purpose).

SECTION I: METHOD OF DATA SUPPORT (Check one method only)

-

[ Yam using the cite-all method of support, and have included with | ) | am using the selective method of support {or cite-all option
this form a fist of companies sent offers of compensation (the under the selective method), and have included with this form a
Data Matrix form should be used for this purpose). completed list of data requirements {the Data Matrix form must

be used).

SECTION ll: GENERAL OFFER TO PAY
[Required if using the cite-all method or when using the cite-all option under the selective method to satisfy one or more data requirements)

[3 | hereby offer and agree to pay compensation, to other persons, with regard to the approval of this application, o the extent required by
FIFRA.

SECTION lil: CERTIFICATION

I certify that this application for registration, this form for reregistration, or this Data Call-In Notice is supported by all data submitted
or cited in the application for registration, the form for reregistration, or this Data Call-In response. In addition, if cite-all option under the
selective method is indicated in Section |, this application is supported by all data in the Agency's files that (1) concern the properties or
~¥ects of this product or an identical or substantially similar product, or one or more of the ingredients in this product; and (2) is a type of
: - that would be required to be submitted under the data requirements in effect on the date of approvat of this application if the
"« . «cation sought the initial registration of a product of identical or similar composition and uses.

| certify that for each exclusive use study cited in support of this registration or reregistration, that | am the original submitter or that
I have obtained the written permission of the original submitter to cite that study.

| certify that for each study cited in support of this registration or reregistration that is not an exclusive use study, either: {a) | am
the original data submitter; (b) | have obtained the written permission of the original data submitter to use this study in support of this
application; {c) all periods of eligibility for compensation have expired for the study; (d) the study is in the public literature; or (e) | have
notified in writing the company that submitted the study and have offered (i) to pay compensation to the extent required by sections

3(cH1)(F) andior 3(c)(2)(B) of FIFRA; and (i} to commence negotiations to determine the amount and terms of campensation, if any, to be
paid for the use of the study.

| certify that in all instances where an offer of compensation is required, copies of all offers to pay compensation and evidence of
their delivery in accordance with sections 3{c){1){F} and/or 3{c)(2){B) of FIFRA are avsilable and will be submitted to the agency upon
request. Should I fail to produce such evidence to the Agency upon request, | understand that the Agency may initiate action to deny,
cancel or suspend the registration of my product in conformity with FIFRA.

i certify that the statements | have made on this form and all attachments to it are true, accurate and complete. | acknowledge that
any knowingly false or misteading statements may be punishable by fine or imprisonment or both under applicable law.

Signature Date Ty|::aed or Prirfted Name and Title _
EQTW Cfe—— July 5, 2002 Eliot Harrison, Agent for Kimberly-Clark Corp.
EPA Form 8570-34 {§-97) Electronic and Paper versions available. Submil only Paper versian, >
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\"” 1 M Street, 3.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: Tha public reponing burden for this collection of information is estimated to average 0.25 hours per responsa for registration activities and 0.25 hours per response for
reregistralion and special review activilies, including time for reading the inslructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this colleclion
of informalion, inciuding suggestions for reducing the burden to: Director, OPPE Informatlion Managemant Division (2137), U.S. Environmental Pratection Agency, 401 M Street, S.W., Washington, DC 20480:
Do not send 1he form to this address.

GENERIC DATA MATRIX

Daile July 5, 2002 EPA Reg. No./Fite Symbol 9402 - (not yel assigned} ] Page 1 of 2

Applicant’s/Registrant's Name & Address:
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wl 54957

Praduct
Kleenex Brand Anti-Viral Tissue #2

Ingredient{s); Sodium Lauryl Sulfate (CASRN 151-21-3, Chemical Code 079011)

Guideline Reference Number | Guideline Study Name ] MRID Number Submitter | Status | Note
40 CFR § 158.150-158.1%0 PRODUCT CHEMISTRY '
830-1550/61-1 Product Identity and Composition * Kimberly-Clark Corp. (#9402) OWN Study Volume 1
830-1600/61-2 Description of the Materials Used to Produce the Product Not Applicable - Footnote 1
830.1650/61-2 Desaription of the Manufachuing Process Not Applicable — - Footnote 1
830.1670/61-3 Discussion of Formation of Impurities * Kimberly-Clark Corp. (#9402) OWN Study Veolume 2
830.1700/62-1 Preliminary Analysls * Kimberly-Clark Corp. (#9402) OWN Study Volume 2
830.1750/62-2 Certified Limits Not Applicable - --- Footnate 2
830.1800/62-3 Enforcement Analytical Method * Kimberly-Clark Corp. (#9402) OWN Study Volume 2
B30.6302-6321 Chemical and Physical Properties Not Applicable - - Footnote 3
40 CFR § 158.490 ECOLOGICAL EFFECTS
850.2100/71-1 Acute Avian Toxicity: Bobwhite Quail f Mallard Duck Not Applicable -— - Footnote 4
850.2200/71-2 Subacute Avian Toxicity: Bobwhile Quail / Mallard Duck Not Applicable — - Footnote 4
850.1010/72-2 Acute Toxicity to Freshwaler Invertebrates Not Applicable - - Footnote 4
850,1075,650.1025,850.1035/72-3 Acute Toxiclty - Esluarine/Marine Qrganisms Not Applicable - s Footnote 4
40 CFR § 158.340 TOXICOLOGY
870.3100/82-1 Subchronic Oral Toxicity, 90 Day — Rodent/Nonrodent Waiver Request — — Footnote 5
870.3200/82-2 Repeated Dose Dermal Toxicity Waiver Request — -— Footnote 5
870.3250/82-3 Subehronic Dermal Toxicity, 90 Days Waiver Request — — Footnote 5
870.3465/82-4 Subchronic Inhalation Toxicity, 90 Days Waiver Request - e Footnote &
870.6100/82-5 90 Day Neuroloxicity Waiver Reguest - - Footnote 5
870.4100/83-1 Chronic Feeding Waiver Request - - Footnote 5
870.4200/63-2 Oncogenicity Waiver Request - Footnate 5
870.3700/83-3 Teratogenicity / Developmental Toxicity Waiver Request -— — Footnote 5
870.3800/83-4 Reproduclion and Fertility Effects Waiver Request - — Footnote 5
870.5100-870.5515/84-2 Genetic Toxicity "~ Waiver Request - - Footnote 5
B70.7485/85-1 Metabolism and Pharmokinetics Waiver Request Footnote 5
40 CFR § 158.230 ENVIRONMENTAL FATE
835.2110/161-1 Hydrolysis Not Applicable Footnote 6
£
Signature / Name and Title: Eliot Harrison, Lewis & Harrisan Date
Agent for Kimberly-Clark Carp. July 5, 2002

[}
EPA Form 8570-35 (9-97) E\qﬁ\:.nj:aic and Paper varsions available. Submil only Paper version. Agency Internal Usa Copy



A UNITED STATES EN* JNMENTAL PROTECTION AGENCY o Form Approved OMB No. 2070-0060
‘v’ « . M Street, S.W,
WASHINGTON, D.C. 20460
Paperwork Reduclion Act Notice: The public reporting burden lor this colleclion of information is eslimated o average (.25 hours per response for registration activities and 0.25 hours per response for

reregistration and speciat review activities, including time for reading the instructions and completing the necessary forms. Send comments regarding the burden eslimate or any other aspect of this collection
of information, including suggestions for reducing the burden to: Direclor, OPPE Information Management Division (2137}, U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 20480,

Do not send the form 1o this address.

GENERIC DATA MATRIX

Dale July 5, 2002 EPA Reg. No/File Symbol 9402 - __ (not yet assigned) [ Page 2 of

Applicant's/Regisirant's Name & Address: Product

Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wi 54957 Kieenex Brand Anti-Viral Tissue #2

ingredient(s): Sodium Lauryl Sulfate (CASRN 151-21-3, Chemical Code 079011)

Guideline Reference Number | Guideling Study Name | MRID Number i Submitter [ Status . | Note
FOOTNOTES:

* This study is being concurrently submitted with this Data Matrix; therefore, no MRID number has yet been assigned by the US EPA.

1t Manufacturing process information is not applicable since sodium {aunyl suifate is considered a *minimum risk pesticide™ under 20 CFR Part 152.25(g). Since
pesticide products that meet the provisions of 152,25(g) are not required to provide manufaciuring process information, there is no basis for requiring such
information for products that contain 152,25(g) active ingredients but do not qualify as exempt products under 152.25{(g) for reasons unrefated to the
manufacturing process. In this situation, Kleenex® Brand Anti-Viral Tissue #2 is not eligible for the 152.25{g) exemption since the product makes public-heaith
related claims and contains inert ingredients that are not listed on List 4.

2 Cenified kmits are not applicable since sodium fauryl suifate is 2 part of an integrated manufacturing process to make an end-use product, Kieenex® Brand Anti-
Viral Tissue #2 Please nole that certified limits for sodium lauryi sulfate are provided in the end-use product.

3 Chemical and physical property data on sodium fauryt sulfate was provided in the Reregistration Etigibility Documents {RED's) for this active ingredient, In
addition, sodium lauryl sutfate is not being separately registered as a manufacturing-use product {MUP), but is used, as indicated above, in an integrated
manufacturing process.

4 Avian and aquatic studies are not applicable since the use pattern for the end-use product, Kleenex® Brand Anti-Viral Tissue #2, is tndoor and there is not
potentia for avian or aquatic exposure.

5 The rationale for waiving the generic toxicology studies is provided in Study Volume 7.

8 The Agency has previously walved all environmental fate data reguirements, including the hydrolysis study, for sodium lauryl sulfate.

257

i

Signature Name and Title: Eliot Harrison, Lewis & Harrison Date
Agent for Kimberty-Clark Corp. July 5, 2002
EFA Form 857035 (9-97) Eleclfahic sng Poper versions avoilable, Submit anly Poaper virsion, Agoncy niornad Use Copy




Lo D ERL, DYV,

sy | WASHINGTON, D.C. 20460

Do not send the form to Lhis address.

Paparwork Reduction Act Notice: The public reporting burden for this gollection of information is estimated to avarage 0.25 hours per response for registration aclivities and 0.25 hours per response for
reregisiration and special review activilies, including time for reading the instruclions and compteling the necessary forms. Send comments regarding the burden estimale or any other aspect of this colection
of information. including suggestions for reducing the burden to: Director, OPPE information Management Division (2137), U.S. Environmental Prolection Agency, 401 M Street, 5.W., Washinglon, DC 20460, .

GENERIC DATA MATRIX

Date July 5, 2002

EPA Reg. No/File Symbol 9402 - (not yet assigned) l Page 1 of 2

Applicant's/Registrant’s Name & Address:
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wl 54957

Product

Kleenex Brand Anti-Viral Tissue #2

ingredient(s}): Sodium Lauryl Sulfate {CASRN 151-21-3, Chemical Code 078011)

Guigeline Reference Number | Guideline Study Nams

[ MRID Number

Submitter

I Status Nole

Kimberty-Clark Corp. (#8402) OWN Study Volume 1

Footnote 1

Footnhote 1

Kimberly-Clark Corp. (#8402) OWN Sludy Volume 2

Kimberly-Clark Corp. {#9402) CWN Study Volume 2

Footnota 2

Kimberly-Clark Corp. {#8402) OWN Study Volume 2

Footnote 3

Footnote 4

Footnote 4

Footnote 4

Footnote 4

Footnote 5

- Footnote 5

Footnote §

Foolnote 5

Foolnote 5

Footnote 5

Fooinote §

Footnote 5

Footnote 5

Footnote 5

Footnote 5

. ]
|

| Footnote 6

(7%

Signalure '2!7'/ %‘_,

Name ang Title:

Eliot Harrison, Lewis & Harrison Date .
Agent for Kimberly-Clark Corp. Juty 5, 2002

EPA Form B570-35 [9‘9\?) ElFanic and Paper versions available Submit only Paper version.

Agaency tnternal Use Copy



UNITED STATES EN'  INMENTAL PROTECTION AGENCY Form Approved OMB No. 2070-0060

F o
‘&" ' ) -1 M Street, S.W.
WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this collection of information is estimated 1o average 0.25 hours per response for registration activities and 0.25 hours per response {or
reregistration and special review activilies, including time for reading the insiructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collection
of information, including suggestions for reducing the burden 1o: Direclor, OPPE information Management Division (2137}, U.S. Environmental Protection Agency, 401 M Street, 3. W., Washington, DC 20460.

Do not send the form to this address.

GENERIC DATA MATRIX

Date  July 5, 2002 EPA Reg. No./File Symbol 9402 - ___ (not yet assigned) | Page 2 of 2

Applicant’s/Registrant’s Name & Address: Product

Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wl 54957 Kleenex Brand Anti-Viral Tissue #2

Ingredient(s); Sodium Lauryl Suilfate (CASRN 151-21-3, Chemical Code 079011}

Guideline Reference Number | Guideline Study Name | MRID Number | Submitter | Status | Note
FOOTNOTES:

Signalure Name and Title: Eliot Harrison, Lewis & Harrison Date .
Agent for Kimberly-Clark Corp. July 5, 2002
Agancy Internal Use Copy

£PA Form 8570-35 [9-97) Elechonic and Paper versions available. Submil only Paper version,




. | M Street, 5.W.
r WASHINGTON, D.C. 20460

Paperwork Reduction Act Notice: The public reporting burden for this colleclion of information is estimated lo average 0.25 hours per response for registration aclivities and 0.23 hours per response far
reregislration and special review activities, including time for reading the instructions and completing lhe necessary forms. Send comments regarding the burden estimate or any other aspect of this collection
of information, inciuding suggestions for reducing the burden to: Director, OPPE Information Management Division (2137), U.5. Envronmental Pratection Agency, 401 M Street, S.W., Washington, OC 20460
Do nol send the form to this address.

END USE DATA MATRIX

Date July 5, 2002 EPA Reg. No./File Symbol 9402 - (not yet assigned} ] Page 1 of 2
Applicant's/Registrant’s Name & Address: Product .
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wl 54957 Kleenex® Brand Anti-Viral Tissue #2

Ingredient(s). A} Cltrlc Acid (CASRN 77-92-9, Chemical Code 021801}

B) Sodium Laury! Sulfate (CASRN 151-21-3, Chemical Code 075011}

Guideline Reference Number | Guideline Study Name MRID Number Submitter | Status | Note
40 CFR § 158.150-158.130 PRODUCT CHEMISTRY ’
830.1550/61-1 Product identity and Composition * Kimbedy-Clark Corp. (#3402) OWN Study Volume 1
830.1600/61-2 Description of the Malerials Used to Produce the Product * Kimberly-Clark Carp. (#3402} OWN Study Volume 1
830.1650/61-2 Description of the Manufacturing Process * Kimberly-Clark Corp. {#9402) OWN Study Volume 1
B30.1670/61-3 Discussion of Formation of Impurities > Kimberiy-Clark Corp. {#9402) OWN Study Volume 1
830.1700/62-1 Preliminary Analysis . Kimberly-Clark Corp. {(#9402) OWN Study Volume 2
) > Kimberly-Clark Corp. (#9402) QOWN Study Volume 5
830.1750/62-2 Certified Limits . Kimberly-Clark Corp. {#9402) OWN Study Volume 2
830.1800/62-3 Enforcement Analytical Method . Kimberly-Clark Corp. {#9402) QWN Study Volume 2
830.6302/83-2 Color Not Applicable - Footnote 1
830.6303/63-3 Physical State * Kimberly-Clark Corp. (#9402} OWN Study Volume 1
830.6304/63-4 Odor Not Applicable - Footnote 1
830.7200/63-5 Melting Point Not Applicable - e - Footnote 2
830.7220/63-6 Boiling Point Not Applicable - —— Foocingte 2
830.7300/63-7 Density/Relative Density/Bulk Density * Kimberly-Clark Corp. (#9402) OWN Study Volume 2
830.7840/63-8 Solubility {Column elution/shake flask) Not Applicable - - Footnote 2
830.7950/63-9 Vapor Pressure Not Applicable Footnote 2
830.7370/63-10 Dissociation Constant Not Applicable — - Footnote 2
830.7550/7560/7570/63-11 Partition Coefiicient Not Applicable e Foolnote 2
B30.7000/63-12 pH Not Applicable - - Footnote 2
830.6313/63-13 Slability Not Applicable o e Footnote 2
830.6314/63-14 Oxidation/Reduction: Chemical Compalibility Not Applicable _— .- Footnote 2
830.6315/63-15 Flammabilily Not Apphcable — — Foolnote 2
830.6316/63-16 Explodabilily Not Apphcab[e — —— Footnate 2
830.6317/63-17 Storage Stabiiity * Kimberly-Clark Corp. (#9402) OWN Study Volume 3
* Kimberiy-Clark Corp. (#9402) OWN Study Velume 4
830.7100/63-18 Viscosity Not Applicable - Footnote 2
830.6319/63-19 Miscibilily Not Applicable - wan Faotnote 2
830.6320/63-20 Corrosion Characterislics Not Applicable - - Footnote 2
830.68321/63-21 Dielectric Breakdown Voltage Not Applicable - - Footnote 2
Signature Name and Title: Eliot Harrison, Lewis & Harrison Date (
4 Agent for Kimberly-Ciark Carp. July §, 2002

EPA Form 8570-35 {8-97) Electronit and Paper versipns available. Submit only Paper version.

Agancy Inlarnal Usa Copy




ONMENTAL PROTECTION AGENCY Form Approved OMB No.*2070-0060 ?

P
\‘”’ ... 1 M Street, S.W.
WASHINGTON, D.C. 20460 : |

Paperwork Reduction Act Notice: The public reporting burden for this collectian of information is estimated to average 0.25 hours per response for registration activities and 0.25 hours per response for
reregistration and special review activities, including lime for reading the instructions and completing the necessary forms. Send comments regarding the burden estimate or any other aspect of this collectien
of information, including suggestions for reducing the hurden to: Director, OPPE information Management Division {2137), U.S. Environmental Protection Agency, 401 M Street, S.W., Washington, DC 20480.

Do not send the form to this addrass,

UNITED STATES EN

END USE DATA MATRIX

Date July 5, 2002 EPA Reg. No/File Symbal 9402 - (not yef assigned) i Page 2 of 2
Applicant's/Registrant’'s Name & Address: Froduct '
Kimberly-Clark Corporation, 2100 Winchester Road, Neenah, Wl 54957 Kleenex® Brand Anti-Viral Tissue #2

Ingredient(s): A} Citric Acid (CASRN 77-92-9, Chemical Code 021801)
B) Sodium Laury! Sulfate {CASRN 151-21-3, Chemical Code 079011)

Guideline Reference Number | Guideling Study Name [ MRID Number Submitter | Status [ Note
40 CFR § 158.340 TOXICOLOGY - [ .
870.1100/81-1 Acute Orai Toxicity * Kimberly-Clark Corp. (#9402) OWN Study Volume 8
870.1200/81-2 Acute Darmal Toxicity * Kimberly-Clark Corp. (#9402) OWN Study Volume §
870.1300/81-3 Acute Inhalation Toxicity Waiver Request - —- Study Volume B
. ' Footnote 3
B70.2400/81-4 Primary Eye Irritation . | Kimberly-Ciark Corp. (#9402) OWN Study Velume 10
870.2500/81-5 Primary Dermal Irritation * Kimberly-Clark Corp. (#3402) OWN Study Volume 11
§70.2600/81-6 Skin Sensitization * Kimberly-Clark Corp. (#9402) OWN Study Volume 12
40 CFR § 158.640 PRODUCT PERFORMANCE :
Efficacy against Rhinavirus 14 * Kimberly-Clark Corp. (#9402) OWN f Study Volume 13
Efficacy against Rhinovirus 2 * Kimberly-Clark Corp. {#9402) OWN Study Volume 14
Efficacy against Influgnza A * Kimberly-Clark Corp. (#9402) OWN Study Volume 15
| Efficacy against Influenza B * Kimberly-Clark Corp. (#9402) OWN Study Vaoiume 16
[ Efficacy against Respiratory Syncytial Virus * Kimberly-Clark Corp. (#3402) OWN Study Volume 17
| Consumer Survey Study v Kimberly-Clark Corp. (#3402) OWN [ Study Volume 18
FOOTNOTES:
* This study is being concurrently submitted with this Data Matrix; therefore, no MRID number has yet been assigned by the US EPA,.
1 As per PR Notice 92-5, color and odor are not required for end-use products. / u )
2 The end-use product, Kleenex® Brand Anti-Viral Tissue #2, is a tissue and there is no expressable liquid from this tissue. Therefore, these study }

requirements are not applicable.

3 Kimberly-Clark is reguesting that the Agency waive the acute inhalation study for Kleenex® Brand Anti-viral Tissue #2 since inhalation exposure will not occur under
conditions of use. The product is a tissue into which is a virucidal component has been impregnated. Unlike disinfectant wipe products, the tissue does not contain
any solution that can be expressed during normal use. Accerdingly, inhalation exposure is extremely unlikely.

l Signature g‘q—‘%#ﬁ

EPA Form 8570-35 (3-97} Electronic and Paper vorsions availphle. Submil only Paper versian,

Eliot Harrisan, Lewis & Harrison Date : ]
Agent for Kimberly-Clark Corp. July 5, 2002

Agancy Inlarnal Use Capy

Name and Title:
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Descrlptlon of the product manufacturlno process.
- Descrlptlon of quallty control procedures.
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AR OFAEAL USEOTY |

CONFIDENTIAL STATEMENT OF FORMULA ENCLOSED
DATE SUBMITTED BY {v) .

Do Not Write Comments,
7/9 /04 Formula, or Parts of Formula
| on This Envelope

NOTE

It shall be unlawful—for any person to use for his own advantage or
to reveal,'other than to the Sebretary, or officials or employees of the
United States Department of Agriculture or other Federal agencies, or
to the courts in response to a subpoena, or to physicians, and in emer-
gencies to.pharmacists and other qualified persons, for use in the
preparation of antidotss, in apcordanca with such directions as the
Secretary may prescribe, any informatian relative to formulas of
products acqulred by authority of Saction 4 of the “Federal Insecticide,
Fungléide. and Rodenticlde Act."”

PR FORM %11
YLLY 1970)



Note to reviewer. Al text in brackels [xxx) is oplional and may or may not be included on a final tabel.

All text in braces (oo} is administrative and will not appear ¢n a fing! label.
Final packaging may be translated into French and/or Spanish

{FRONT PANEL )

{Primary Brand Name:} Kleenex® Brand Anti-Viral* Tissue #2

Net Contents: [1 through 150] 3-Ply [White] [Printed] Tissues 8.6x 8.4in /
21.8x21.3cm

ACTIVE INGREDIENTS:

Citric Acid......oooiiii 7.51%

Sodium Lauryl Sulfate........... +...2.02%
80.47%

Kieenex® Brand [Tissue]

Open Here

[Date code]

Page 1t of 4



Note 'o reviewer:  All text in brackets pocd is oplicnal and may or may not be included on a final label,
All text in braces {xx} is administrative and will not appear on a final label.
Final packaging may be translaled into French and/or Spanish

{FRONT OR BACK PANEL MARKETING CLAIMS?)

INew] {"New" will only appear on the iabel for the first 6 months of distribution)
[New] [Try-Me] [NOW] [Anti-Viral” Tissue!] [NOW with} [Anti-Viral® Formutal) [Virus*-Neutralizing Formula)

[Neutralizes Cold & Fiu Viruses®] [Cold & Fiu Germs®] [Viruses®l] [Cold & Flu Virus®] (Virus* Neutralizing Layerl] [Kills]
[Neutralizes] [98.9% of] [Cold & Flu Germs*} {Cold & Fiu

Viruses®] [Viruses”} [See back panel for details] [Stiil just as) [soft ]

{Stop Spreading Cold & Flu Germs*] jAnt-Viral* Ingredients)

- [Prepare for [Cold & Flu Viruses®] [Viruses"] [Cold & Flu Germs*]]

{Help Stop the Cold & Flu [Virus™] Cycle)

fHelp stop the Cycle of Cold & Flu [Viruses*]]

[Help Stop the Spread of [Cold & Flu Germs**] [Cold & Flu Viruses™] [Viruées‘l]

[\ntroducing a revolution in facial tissues!]

{(Keep [Cold & Flu] (Viruses®'] [Germs™] to Yourself]

i'ts Cold & Flu Season — Be Prepared!]

[Now You Can Prepare for Cold & Flu Season]

- [Ready for Cold & Flu Season?)

[Help Break the Cycle of] {Cold & Flu Germs*] [Miruses'] [Cold & Flu Viruses®]

{Help Keep [Cold & Flu Viruses™] [Viruses'] [Cold & Flu Germs*] From Spreading]

[KLEENEX@) tissue — a barrier of protection against everyday] [cold & flu germs®) [cold & flu viruses®] [viruses™))

[Btock] [Cold [& Flu] Germs®] [Cold [& Flu] Viruses®] [Viruses®]

[New] [KLEENEX® [Uitra Soft] ANTI-VIRAL® Tissues have [GermBlocker”} [Anti-Viral* Blue Layer] [Cold {&Flu] Virus® Lock]
[Cold & Flu][Germ Barrier®]) [Germ Defense®] {Germ Shield*) a new middie layer [formula] that's [scientifically] [clinicaily] proven
to [neutralize] [kill} [99.9% of] [viruses™] [germs*] [cald & flu viruses”] [coid & flu germs*} that cause colds and flu. Be-prepared
with [soff], [three-layered] KLEENEX® ANTI-VIRAL® Tissues ]

[Now KLEENEX® [Ultra Soff] Tissue gives you [a) [an] [super sofi] [soft], anti-viral* tissue with & special [moisture activated]
middle layer {formuia) [scientifically] (ciinically] proven to [neulzalize] [kill] [99.8% of] {cofd & flu viruses*] [viruses®] [cold & flu
germs”.]] {Help Stop the cycle of [cald & fiu viruses®*] [viruses®] [cofd & fiu germs*] in your family ] (Try new KLEENEX® [Ultra Soft)
ANTI-VIRAL" Tissues today.]

[We're always looking for ways to help keep your family happy. That's why [soft], {new] KLEENEX® [Ultra Soft] ANTI-VIRAL®
Tissues have a special middle layer {formula] that's [scientifically] [chinically} proven to {neutralize] [kill] [99.9% of] [cold & flu
gems*] jviruses*) [cold & flu viruses®]. [Buy them for your family this season.]]

HScientifically] {Clinically} proven, [New) Kleenex® {Uitra Soft] Anti- V:ral‘ Tissues [neutralize] [kill] {99 8% of] [cawc-& flu

viruses*] [viruses®) [coid & flu germs*].]) {Use [new] {super softj Kleenex® [Ultra Soft] Anti-Viral* t::&:;:s ta help stop the cycle of
[cold & flu germs®] [celd & flu viruses®] [viruses™] in your homa.} : :

[Only KLEENEX® [Ultra Soft] Tissua gives you a tissue with [three] (super soft] [soft] layers, includivy a middle layer [formula)
{scientifically] [clinicaliy] [proven] [to] [that] [neutralize] [kili] [S9.9% of] [viruses"] {cold & flu viruses™][nnld & ﬂu_gems'].]

[New] [KLEENEX® [Ultra Soft] Anti-Viral* Tissues have a unique [moisture activated) middie Iayer [furmlrra] {scnent:ﬁcauy]
[clinically] proven to [neutralize] [kiils] [common} [viruses'] [germs®] that cause colds & fiu ] . q

Page 2 0f 4



Note to reviewer:  All text in bracke!ls [xex] is optional and may or may nol be inclueded on a fingl labe).

All text in braces (o} is administrative and will nol appear on a finai label.
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[New] [KLE_EN'E)FQ‘ [Uitra Soft] gntj_-\!iral' Tissues have three [soft] layers and a special moisture-activated formula fmiddie
layer] thal [is] [ciinically] [scientifically] [proven te] helps stop the spread of jcold & flu viruses’] [viruses®] [cold & flu germs®),)

[New] [KLEE_NEXlsJ [Ultra Soft] Anti-Viral* Tissues help stop the spread of [celd & flu germs*] [cold & flu viruses®) [viruses™).
These new tissues have a unique [moisture activaled] special middle layer [formuia] that [is] [clinicaliy) [scientifically] [proven
to] [neutralizes] [kilis] [89.9% of] (common] fviruses®] [germs~) that cause colds and flu ]

[New} {KLEENE)(oj {Ultra Soft] Anli-Viral” Tissues have a moeisture-activated middle layer {farmula) that [Stops] [neutralizes]
{kills} most [common] [cold & flu viruses®] [viruses®] [cald & flu germs®].]

{For noses {that just want] extra comfort, now {our] [the] [softest] tissues, Kleenex® [Ultra Soft] Brand Tissues, have Apti-Viral®
protection ] [[Scientifically] [clinically] proven to [neutralize] [kill] [99.9% of] [cold & flu germs*] [cold & flu viruses®] [viruses®].]

{Our] [the] {softest] [three-layered] Kleenex@ [Ultra Scft] Brand Tissues now have Anti-Viral® protection! With a [specialj

{unique] {moisture activated] middie layer [formuia] that is [scientifically] {clinically] praven to [neutralize] [kill] [$8.9% of] [cold &
fiv germs*} {cold & flu viruses™) [viruses®].] ;

[Now [our] [the] [softest] [three layered) Kleenex® [Ultra Soft] Brand Tissues gives you an Anti-Viral® middle layer [formula)
iscientifically] [clinically] proven to [neutralize] [kill] [#9.9% of] [viruses*] [cold & flu viruses™] [cold & flu germs™]. Help stap the

cycle of fcold & flu viruses®] [viruses‘] fcald & flu germs®] in your family. Try [new] KLEENEX® [Ultra Soft]) ANTI-VIRAL* Tissues
today.]

[It seems that once one person in the family gets a cold it's only a matter of time before everyone else gets it.] [introducing new
KLEENEX® Anti-viral [revoiutionary] tissues [ with a treated middle layer] that kills §9.9% of cold and fiu germs [in the tissue]. |

[Especially designed for the whole family] [Great for use in hospitals, schocls, churches, day care facilities, physicians’ offices’ ]
' [Look for the blue dot pattem.]

[KLEENEX® Anti-Viral tissues with the blue dots ]

[]}hank Goodness for Kleenex® lissue ).

{Alternate Brand Names:} Kleenex® [Ultra Soft] Brand [with] [Advanced C-are] [Anti-Germ®) [Anti-Viral"] [GermBlock®'] Tissue

{When final graphics are selected, the name of the graphic will appear above the UPC symbol. The name, while short,
typically describes some element of the graphic so that consumers have a specific reference when contacting Kimberly-Clark
via the Consumer Services Department.}
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{BACK PANEL}

Directions for Use: Itis a violation of Federal law to use this product in a
manner inconsistent with its labeling. Use to help prevent the spread of
[viruses®) [cold & flu viruses®] [cold & flu germs*]. [Complete] [Total]
[99.9%][neutralization] [ kill] [inactivation] of [target] viruses* within 15
minutes [after contact]. ‘

*Virucidal Against: Rhinoviruses Type 1A and 2 [Rhinoviruses are the leading
cause of the common cold], Influenza A and influenza B [cause of the flu),
Respiratory Syncytial Virus [RSV — the leading cause of lower respiratory
infection in children].

Storage and Disposal: Store in a dry area. Dispose of used tissues in a
normal fashion. Do not reuse empty container.

1-800-553-3639 weekdays 8 am. to 4 p.m.- CT
Kimberly-Ciark Corporation. Dept. [XXX}-108
PO Box 2020, Neenah, W] 54957-2020

Printed in USA
Made in USA {graphic}

www . kleenex.com

® Registered Trademark of Kimberly-Clark Corporation
© 1986, 2002 KCC
Made under the following US patents:

{Graphic} This box is made from 100% recycled paper
{UPC Symbof}

EPA Registration No.
EPA Est. No.
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